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Expieation Dete: 07/3108
Food and Drug Administration . See OMB Staiement on Page 3

PATENT INFORMATION SUBMITTEDWITHTHE  Fanme:
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | 23360

For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
(Active Ingredient), Drug Product (Formulation and GlaxoSmithKline, LP
Composition) and/or Method of Use o , 4
The following is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetc Act.
: ED TRADENAME) .
Nicorette
CACTIVE INGREDIENT(S) “STRENGTR(8)
Nicotine Polacrilex ' 2mg
[ DOSAGE FORM
Lozenge, Oral
ThhpMdodluﬂm form s required fo Wwwommmmm)mmumm
amendmerit, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).
Witl\irlﬂllny(ao)daysaﬂuwwdof an NDA or supplement, or within thirty (30) days of issuance of a new paient, a new palent

declaration must be submitted pursuant fo 21 cmmsa(cxzxn)wmmofwmudmmmmummwm'
or supplement. The information submitted in the declaration form mmqmwmmmwmm
monbyFnAbrmapmulnhOmuom )
For hand-written or typewriter versions (only) of this report: If additional spacs is required for any narrative answer (.., one
] mmmmawwu-wmm).mmum«mmpmmmmm«
mmmmmm#Mmemmwmmmmm
_.~Mhn¢tdlyhhlorllm|g.

[For each patent submitied for the pending NDA, amendient, or supplement roferenced above, you Must submit ad the|
'mmmnmmmwgwmﬁmmmmmww __

Mammmmsm

1. GENERAL ' _

"a. Uniied Giates Patert NOmoes ’ um 6B ]
5,110,605 5/5/1992 | 8/21/2010
"d. Name of Patent Owner Address (of Patent Owner)

Wation Pharmaceuticals, Inc. : 311 Bonnie Circle

FAX Number [ aveiabie)
EWal Addrese (Vavalable) |
iie)
mxa)-ﬁmm'dunmmmuu
Cosmetic Act and 21 CFR 314.52 snd 314.95 (fpatent | Cly/Sime
w:NDAWMMMle |-
o 2P Code PAX Nurmber (¥ aveliebie)
7715 the pelent relerenced sbove a petent that has been 1 o0 proviouely
WIDA«WWM? ; B Yes Cne
dote » new expiration dete? _ ' o v Clves Ko

[FORM FDA 3542 (70%) o ‘Page 1



mmmmmmmmmmmamwmmm mm«mma
use that is the subject of the pending NDA, amendment, orwpphmont

2. Drug Substance (Active ingredient) _ .
—mmumm
describad in the pending NDA, amendment, or supplement? , 3 Yes
2.2 Does the patent claim a drug Substance 2 of the active
anwmmmmw _ O Yes B Mo
YOu have test daia :
Wuammmmmmmhmnmm
mmmmvmmduwmhwummmmx [ Yes One

2 No

25 Does the patent ciaim only a metabolite of the active ingredisnt mnm-um«mm

(mmmmm4muumm-mmmamhm .

dvug product to administer the metabolite.) . Ovee B No
2 Does the patont ek orly &h ISR ' '

_ » O ves X1 No

2.7 _the patent referenced in 2.1 16 & PrOGUCH-DY-process patent, 18 the product claimed i the ) '

patent novel? (An answer is required only if the patent Is & product by-process patent) - OJves Ono
3.1 Does the patent cleim the drig product, a8 dofined I 21 CFH 91+ mmln :

amendment, or supplement? . d Yo " One
3.2 Does the patent il only an WISTTNOGNIS? ’

' : Cves  Xino

mmmhw : -

mmwmuwmnmmmmm) ; [ ves I:lNo
4. Method of Uss
memmnm4mnmmmmamummmm
mmmwnmmmwmwmmmmmmm
4.1 )y patont or more use approvsi is being sought in )

the pending NDA, amendrment, or supplement? | Dvu X No

MmhMWbmmhhm D

mummm mm-nmmmwmummtmw '
drug product (formulation or M)UMdmthWbmmmWMb
which a clsim of palent infringement could reasonably bs mnmmmwmmoﬂmmmh Cves

WMM.ﬂﬂthm -

FORM FDA 3542a (703)
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6. Declaration Certification

a1 meanmmmmdemmm for the NDA,
amendment, or supplement pending under section 503 of the Federal Food, Drug, and Cosmetic Act. This time-
sensltive patent information Is submitted pursuant {0 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and

this submlssion complies wmmonmbdﬂnmdon. 1 verily under penaity of perjury that the foregoing
Is true and comrect.
Wmeg:A mwwmmmnammmu U.S.C. 1001.

%ﬂﬂ- Eer | . - 5/)5/0%.

NOTE: Only an NDA applicanfolder may submit this declaration directly to the FDA. A patent owner who s not the NDA applicant/
: mmmwmmmmmmmmumnmmmmmm(m

[T} NDA ApplicantHoider mwm-mm.m(ﬁm_mmwm'
: Authorized Official :
| Patent Owner : * [ Patent Owner's Attomey, Agent (Representative) or Other Authorized
"Name
Nora L. Stein, Bsq _
. 709 Swedeland Road, UW2220 King of Prussia, Pennsylvania

ZIP Code -

PR Nrber i svaliabie) ' — 1 Etial Adress {F svakaie]
610-270-5090 ) ) ' NmSl!i_n@ﬂk.clln

mmmumuumwumumm»msmw hdmuammrm
MWMMMMdMMMMMMﬂMMﬂﬂUMW information. Send
mmmmm«mmwumuwmmwmmwumumw

Food and Drug Adsssinistration
CDER (HFD-007)

5600 Fishurs Lane
Rockville, MDY20857

An agency may nol condict or sporsor, and a person is nol required to respond 1o, ncdhdald
Mmum-mwammm

FORM FDA 3842a (T03)

iz
o
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Department of Health and Human Services ' F"""'W”"’-m’“'”vuml'-"

Food and Drug Administration wmmgm

PATENT INFORMATION SUBMITTED WITH THE "NOA NUMBER
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | 22360 : v :
For Each Patent That Claims a Drug Substance NANIE OF APPLICANT ] NDA HOLDER :
(Active ingredient), Drug Product (Formulation and GlexoSmithKline, LP -

mmwwrmmdy)dmbmanhmmmrwmmaa,
Mcbuno(mha'?u"or'm'm) MMmmeumm

MWNM”MMMMWMMMMNMMwW

| complets shove secion and sections 5 and 8.

1. GENERAL A
5,110,605 . 5/5/1992

" d. Nam'e of PRI OWner T
Watson Pharmaceuticals, Inc. 3llBonnicC&clt

Mdmwummmu
receive notice of petent certification under section
S05(XS) and (HINB) of the Federat Food, Drug, and

. Cosmelic Act and 21 mmwmmuam

owner or NDA applicant/holkder doss not reside or have a

piace of business within the Uniled States)

mnm-mazr »




Mhmmmmmmmm@mmm mmmmd
mﬂmnmmammm Www

2. Drug Substance (Active irngredient)
MMW:mmmm
_ Whummmuw [ Yes Bd No

wmmmmmmww ~ Oves X No

. mu-mmmmmmhmanmm
mhummmwaummhwum GFRSM.&(I’). DYu DNo

8 ﬁhmmwamummw fing i1 the NDA Of supplement?
the information In section 4 beiow Ifthe patert claims a method of using the pending
mmnmmu-mmn-.) g Oves 5 No
(2.6 Does the patent ciakm only & WISNTEGe?
: ) [ Yes X No
mmwmbmmummnwm) Dv;- (™
l-.‘l. i ey e g oGS, o8 Geted T 71 CFUSTAS, s e pading O,
smendman, or supplement? : <] Yos O
’ - DYu. 5 No
mwwmbmwlumnmm) - BOve One.

4. Method of Use

mm“mmﬂnmtwuﬂmwmamummmm
mum mbmm muﬁmwmmmmmmm

o.uomm

MMNMwM)dmthWhWWNMMh DYOO
the manufacture, use, or sale of the drug product.

FORM FDA 3542a (7/03) : : o : Page 2



6. Deciaration Certification

6.1 mumummmhhmmummmummnmm
amendinent, or supplement pending ander section 505 of the Federal Food, Drug, and Cosmedic Act. This thne-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | aitest that | am familler with 21 CFR 314.53 and
mwwmmmmmdmmlwmmdmwmm
mnmmmmmmmmmuua 1001.

5/,5/07

hoHﬂll g WWMMMNMIMHMHMMWM)“M

M”MMb“MAMW“bMﬂ-mm

Mmmmmmm .

] noa Applicanttioider mmmmm)wm
: Abthortzed Officiel _
] Patent Owner O Paient Owner's Aflomey, Agent (Represcniave) or Other Authorized
1‘ m— .
* | Nora L. Stein, Esq

Anw 108 conduct or sponsor, aid mbmwlﬂwﬂm collsction
"w-uu*:mwomm y ‘

FORM FDA 3542a (703)



EXCLUSIVITY SUMMARY

NDA # 22-360 A SUPPL # HFD # 560

Tra;lé Name Nicorette mini lozenge

Generic Name nicotine polacrilex

Applicant Name GlaxoSmithKline

Approval Date, If Known

PART 1 IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, and all efficacy
supplements. Complete PARTS II and ITI of this Exclusivity Summary only if you answer "yes" to

one or more of the following questions about the submission.

a) Is it a 505(b)(1), 505(b)(2) or efficacy supplement?
YES No[]

If yes, what type? Specify 505(b)X1), 505(b)(2), SE1, SE2, SE3,SE4, SES, SE6, SE7, SE8

505(b)(1)

¢) Did it require the review of clinical data other than to support a safety claim or change in
labeling related to safety? (If it required review only of bioavailability or bioequivalence

data, answer "no.")
YES[] nNo¥

If'your answer is "no" because you believe the study is a bioavailability study and, therefore,
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your
reasons for disagreeing with any arguments made by the applicant that the study was not
simply a bioavailability study.

According to the Clinical Pharmacology review all studies were designed to assess
the bioequivalence between the Nicorette mini (nicotine polacrilex) lozenge and the original
Commit (nicotine polacrilex) lozenge (NDA 21-330) and studies were found to be
bioequivalent.

If it is a supplement requiring the review of clinical data but it is not an effectiveness
supplement, describe the change or claim that is supported by the clinical data:

Page 1



d) Did the applicant request exclusivity? .
: YES[] NoO

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?

€) Has pediatric exclusivity been granted for this Active Moiety?
_ YES [] NO

If the answer to the above question in YES. is this approval a result of the studies submitted in
response to the Pediatric Written Request?

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.

2. Is this drug product or indication a DESI upgrade?
YES[] NO

IF THE ANSWER TO QUESTION 2 IS "YES," GODIRECTLY TO THE SIGNATURE BLOCKS
ON PAGE 8 (even if a study was required for the upgrade).

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same
active moiety as the drug under consideration? Answer "yes" if the active moiety (including other
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen
or coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate)
has not been approved. Answer "no" if the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce an already approved active moiety.

YESX  No[]

If"yes," identify the approved drug product(s) containing the active moiety, and, ifknown, the NDA
#(s).

Page 2



NDA# 21-330 Commit lozenge, 2mg and 4 mg nicotine policrilex

NDA#
NDA#
2. Combination product.

If the product contains more than one active moiety(as defined in Part 11, #1), has FDA previously
approved an application under section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one never-before-approved active moiety and
one previously approved active moiety, answer "yes." (An active moiety that is marketed vinder an
OTC monograph, but that was never approved under an NDA, is considered not previously

approved.)
YES[] No [

If"yes," identify the approved drug product(s) containing the active moiety, and, ifknown, the NDA
#(s).

NDA#

NDA#
NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART 11 IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part II of the summary should
only be answered “NO” for original approvals of new molecular entities.)

IF “YES,” GO TO PART 11l

PARTIH  THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new
clinical investigations (other than bioavailability studies) essential to the approval of the application
and conducted or sponsored by the applicant.” This section should be completed only if the answer
to PART II, Question 1 or 2 was "yes."

1. Does the application contain reports of clinical investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans other than bioavailability studies.) If
the application contains clinical investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes," then skip to question 3(a). Ifthe answer to 3(a)
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is "yes" for any investigation referred to in another application, do not complete remainder of
summary for that investigation.
YES [] NoO

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval” if the Agency could not have approved the
application or supplement without relying on that investigation. Thus, the investigation is not
essential to the approval if 1) no clinical investigation is necessary to support the supplement or
application in light of previously approved applications (i.e., information other than clinical trials,
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or
505(b)(2) application because of what is already known about a previously approved product), or 2)
there are published reports of studies (other than those conducted or sponsored by the applicant) or
other publicly available data that independently would have been sufficient to support approval of
the application, without reference to the clinical investigation submitted in the application.

(a) In light of previously approved applications, is a clinical investigation (either conducted
by the applicant or available from some other source, including the published literature)
necessary to support approval of the application or supplement?

YES[] Nol:]

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval .
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

(b) Did the applicant submit a list of published studies relevant to the safety and
effectiveness of this drug product and a statement that the publicly available data would not

independently support approval of the application?
' YES [] No[]

(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree
with the applicant's conclusion? If not applicable, answer NO.

YES[] No[]

If yes, explain:

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or
sponsored by the applicant or other publicly available data that could independently
demonstrate the safety and effectiveness of this drug product?

YES[] No[]

Page 4



If yes, explain:

(c) If the answers to (b)(1) and (b)(2) were both "no,” identify the clinical
investigations submitted in the application that are essential to the approval:

Studies comparing two products with the same ingredient(s) are considered to be bioavailability
studies for the purpose of this section.

3. In addition to being essential, investigations must be "new" to support exclusivity. The agency
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does
not duplicate the results of another investigation that was relied on by the agency to demonstrate the
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the
agency considers to have been demonstrated in an already approved application.

a) For each investigation identified as "essential to the approval,” has the investigation been

relied on by the agency to demonstrate the effectiveness of a previously approved drug
product? (If the investigation was relied on only to support the safety of a previously

approved drug, answer "no.")
Investigation #1 : YES[] No[]
Investigation #2 YES[] No[]

If you have answered "yes" for one or more investigations, identify each such investigation
and the NDA in which each was relied upon:

b) For each investigation identified as "essential to the approval", does the investigation
duplicate the results of another investigation that was relied on by the agency to support the
effectiveness of a previously approved drug product?

* Investigation #1 YES [] No[]

Investigation #2 YES[J]- No[]
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If you have answered "yes" for one or more investigation, identify the NDA in which a
similar investigation was relied on:

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any
that are not "new"):

4. To be eligible for exclusivity, a new investigation that is essential to approval must also have
been conducted or sponsored by the applicant. An investigation was "conducted or sponsored by"
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor
in interest) provided substantial support for the study. Ordinarily, substantial support will mean
providing 50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 !
: !
IND # YES [] ! NO []
.1 Explain:
Investigation #2 : !
!
IND # - YES [] 1 No []
! Explain:

(b) For each investigation not carried out under an IND or for which the applicant was not
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in
interest provided substantial support for the study?

Investigation #1 !
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YES [] t NO []

Explain: ! Explain:
Investigation #2 !

!
YES [ ! No []
Explain: ! Explain:

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that
the applicant should not be credited with having "conducted or sponsored" the study?
(Purchased studies may not be used as the basis for exclusivity. However, if all rights to the
drug are purchased (not just studies on the drug), the applicant may be considered to have
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.)

YES[] No[]

If yes, explain:

Name of person completing form: Mary M. Lewis
Title: Regulatory Project Manager
Date: May 18, 2009

Name of Office/Division Director signing form:

Title:

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Mary Lewis
. 5/18/2009 02:07:49 PM



PEDIATRIC PAGE
(Complete for all filed original applications and efficacy supplements)

| NDA/BLA # _&;ﬂ________ Supplenent Type (e.g. SES): . Supplement Number:

Stamp Date: _7/18/08 _ PDUFA Goal nm: 5/1809
HFD_ 560 _ Trade and generic names/desage form: Commit Mini Mint (nicotine polacrilex) Lozenge, 2 mg and 4 mg
Applicant: _GlaxoSmithKline — v Therapeutic Class: 2030700

Does this application provide for new actlve ingredient(s), new indication(s), mew dosage form, new dosing regimen, or new
route of administration? * - :
X Yes. Please proceed to the next question.

No. PREA does not apply. Skip to signature block.

* SES, SE6, and SE7 submissions may also trigger PREA, ym«mmmmmmwam Carmouze.
lldklﬂol(s) previously approved (plesse complete this section for supplements only):
Each indication covered by current application under review must have pediatric studies: Completed, Defmed, and/or Waived.

Number of indications for this application(s):__. 1
Indication #1: Reduction of withdrawal symptoms, including nicotine craving associated with quitting smoking.
Is this an orphan indication?
Q Yes. PREA does not apply. Skip to signature block.
X Ne. Plouepmudmthelmquudon.
Is there a full waiver for this indieation (check one)?
O Yes: Plnu proceed to Seedon A. ‘
X No: Please check all that apply: _X Partial Waiver _X Deferred ___ Completed
NOTE: More thn one may apply

Please proceed to Section B, Section C, and/or Seeﬁon D and eomplete as necessary.

[Section A: Fully Waived Stadies

Rmon(s) for full waiver:

Q Mmhmachummmmmebmmmmmpp-um
O Disease/condition does not exist in children

O Toe few children with disease to study

aQ There are safety concerns

QO other:___ _

If studies are  fully waived, then pediatric information is complete for this indication. If there is another indicatlon. Pplease see
~ Attachment A. Otherwise, this Pediatric Page is complete and should be entered im'o DFS.



NDA 22-360
Page 2

[Section B: Partially Waived Studies

Age/weight range being partially waived (fill in applicable criteria below):

Min______ kg mo. y._0 Tanaer Stage.
Max____ mo.____ yr._10 Tanner Stage,
Reasoxn(s) for parﬂal walver: } :

Q] - Products in this class for this indication have been studiedllabeled for pediatric population

QO Discase/condition does not exist in children
X Toofeweiildmwlthdheasﬂostndy

O There are safety concerns
T} Adult studies ready for approval
Q Fom-hﬂo.mded

Vid studies are deferred, proceed to Section C. If studies are congpleted proceed to Section D. Olherwu'e, this Pediatric Page is’
complete and should be entered into DFS.

[Section C: Deferred Studies

Age/weight range being deferred (fill in applicable criteria below):

Min kg mo. ' yr._10. Tanmer Stage
Max_____ kg mo_ yr. 12 Tanner Stage
Reason(s) for deferral: ‘

O Products iin this class for this indication have been studied/Iabeled for pediatric population

O Disease/condition dees not exist in children

O Too few children with disease to study

Q1 There are safety concerns :

U Adult studies ready for approval

O Formuiation needed

Other: Please sce attached Request for Deferral nl‘l’edhtrle Stldklfrolltlu sponsor on page 4 of this Peds Page form.

Date studies are due (mm/dd/yy):

If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is complete and should be entered into DFS.

l Section D: Completed Studies

Age/weight range of completed studies (fill in applicable criteris below):

Min kg mo.____ . Tanner Stage______
Max_____ kg .. mo.___ v Tanner Stage
Comments:.

If there are additional indications, please proceed to Attachment A. Otherwise, this Pediatric Page is complete and should be entered
into DFS.



NDA 22-360
Page 3

This page was completed by:
{See appended elecrronic signatmre page}

Regulatory Project Manager

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE PEDIATRIC AND MATERNAL HEALTH
STAFF at 301-796-0700

(Revised: 10/10/2006)

(Attachment: on next page, ﬁage 4)



NDA 22-360 -

Page 4

Request for Deferral of Pediatric Studies

, Mmmm

@hthmm&ummh
pedistric populstion? @ No

{b) I yes, ave theve approved therapies labeled for use i the

pediatric popuilation? Not applicable
(c)kmumwm-dwmg
' groups of approval Not applicable

1 What are the ages included in your deferral request?

Ages 21010 17 years _
Reasons for not including the entite pediatric population i the stadies or ia the
deforral recunet?

Waiver request for pedisiic population below Age 10.

2. Reasons for deferring pediatric stodies:

Among the conditions of approval of NDA 21-330 was that GSX condact s pediatric
stody for patients 1&17mmm¢thMmMe-

Angant 21, 2007 -
r N

L J
_ . That study is curvently under review by the Agency.
Basad o the bicequivalence of the proposed Nicotine Mini Mint Lozenges to the
similar issuns in fhe new Sformulstion Therefive, we request a defires] pending the
completion of the Agency’s review of the stdy.

(4}



NDA 22-360
Page 5

Attachment A
(This attachment is to be completed for those applications with multiple indications only.)

Indieation #2:

Is this an orphan indication?
O Yes. PREA does not apply. Skip to signature block.
O No. Please proceed to the next question.
) ls there a full waiver for this indication (check one)?
Q) Yes: Please proceed to Section A.
O} No: Please check all that apply: ____Partial Waiver ___ngr.md —_Completed

NOTE: More than one may apply
P!mcpnmthecﬁonB,SeeﬁolC,andlorSecﬁonDndeoIMulmry.

| Section A: Fully Waived Studies

Reason(s) for full waiver:

0 Products in this class for this indication have been studied/labeled for pediatric population
.0 Disease/condition does not exist in children

3 Too few children with disease to study

O} There are safety concerns
- Q- Other:

If studies are fully waived, then pediatric information is complete for this indication. If there is another indication, please see
Attachment A. Otherwise, this Pediatric Page is complete and should be entered into DFS.

[Section B: Partially Waived Studies

Age/weight range being partially waived (M in applicable criteris below)::

Min ___ kg nmo.__ yr. . 'l‘nier Stage
Max_____ kg mo, yr. Tanner Stage
Reason(s) for partial waiver:

3 Produects im this class for this indieation have been studbdlhbded for pediatric population
) Disease/condition does mot exist in children

{3 Too few children with disease to study

€1 There are safety concerns

O Adult studies ready for approval

0 Formulation nesded -

Q Other:,

If studies are deferred, proceed to Section C. If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is



NDA 22-360
Page 6

compiete and should be entered into DFS.

Section C: Deferred Studies

Age/weight range being deferred (flll in applicable criteria below)::

. Min kg mo, e Tanner Stage

Max___ kg me. yr._ Tanner Stage
lieason(s) for deferral:

O Products in this class for this indication have been studied/labeled for pediatric population
O Disease/condition does not exist in children

O Too few children with. disease to study

QO There are safety coneerns

0 Aduit studies ready for approval

O Formulation needed

O Other:

Date studies are due (muvddlyy):

If studites are completed, proceed to Section D. Otherwise, this Pediatric Page is complete and should be entered into DFS.

l§ecﬁon D: Completed Studies

Age/weight range of compleied studies (fill in applicable criteria below):

Min __ ke mo.____ yr. ‘Tanner Stage
Max kg mo. yr. . 'Fanner Stage,
Comments:

VﬂmmthMm,ﬂmccnpyﬁcﬂddsMudethomﬁmam If there are no
other indications, this Pediatric Page is complete and should be entered into DFS.

This page was completed by:
{Se¢ appended electranic signature page}

Regulatory Project Mnager

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE PEDIATRIC AND MATERNAL HEALTH
STAFF at 301-796-0700

(Revised: 10/10/2006)



This is a representation of an electronic record that was signed electronically and
this page Is the manifestation of the electronic signature. ‘

L R e e

Mary Lewis
10/1/2008 11:58:13 AM



Debarment Certification

Pursuant to Section 306(a) and (b) of the Federal Food, Drug, and Cosmetic Act [21 USC
335(a) and (b)], and to the best of my information, knowledge and belief, no one involved
in the development of this New Drug Application who has been or is currently employed
by GlaxoSmithKline Consumer Healthcare, has been debarred. Additionally, there are no
debarment procedures pending for any current or past employees of GlaxoSmithKline
Consumer Healthcare. This was determined by comparing the current debarment list,
dated November 7, 2007, to the listing of past and present GlaxoSmithKline Consumer
Healthcare employees.

Further, we certify GlaxoSmithKline Consumer Healthcare will not use the services in
any capacity of anyone debarred by the United States Food and Drug Administration.

‘We are not aware of any relevant convictions of GlaxoSmithKline Consumer Healthcare
personnel for which an individual can be debarred as described in section 306(a) and (b).

e ARl

Bruce V. Hicks
AsstsmmGeneralCannsel




Finahcial Information

21 CFR § 54.4(a)(1) and (3)
21 CFR 314.50(k)

Financial Disclosure

In accordance with 21 CFR 54.4(a)(3) all clinical investigators that were involved
in the conduct of a study as part of this new drug application were evaluated to
determine whether completion of Form FDA 3455, disclosing any financial
interests and arrangements as defined in 21 CFR 54.2, was required.
GlaxoSmithKline has determined that this section is not applicable as no
investigator has satisfied the requirements of this section.



m%mwwmm- Expiration Date: Apeil 30, 2009
CERTIFICATION: FINANCIAL INTERESTS AND

ARRANGEMENTS OF CLINICAL INVESTIGATORS

TO BE COMPLETED BY

With respect to all covered clinical studies (or specific clinical studies listed below (if appropriate)) submitted in
support of this application, | certify to one of the statements below as appropriate. | understand that this certification
is.made in compliance with 21 CFR part 54 and that for the purposes of this statement, a clinical investigator
includes the spouse and each dependent child of the investigator as defined in 21 CFR 54.2(d).

| Please mark the applicable checkbor. |

(1) Ashesponsorofﬂ'aesubmitbdsh:dies.lcertlfymalll'navenolemeredintoanyﬁnancialarrangement
with the listed clinical investigators (enter names of clinical investigators below or attach list of names to
ﬂ\lsform)whembymwueofeompmsaﬁon'tomehvesﬁgatorcouldbeaffededbytheouleomeofthe
study as defined in 21 CFR 54.2(a). | also certify that each listed clinical investigator required to disciose to
mesponsorwhethertheinvesﬁgatorhadapropﬂebryintereﬂinthisproductoraslgnlﬁwntequltyinthe
sponsor as defined in 21 CFR 54.2(b) did not disclose any such interests. | further certify that no listed
investigator was the recipient of significant payments of other sorts as defined in 21 CFR 54.2(f).

é
!

D 2) Asmeappucantwhoissubmiﬂingasmdyorsmdhssponsomdbyaﬂnnorpaﬂyotharttnnmeappliwm
IcerﬁfythatbasedoniMomaﬂonobhﬁndﬂommesmworﬁompaﬁcipaﬁngdimwlimuﬁgamma
listed clinical investigators (attach list of names to this form) did not participate in any financial
anangemmﬂMhﬂusmnwofamvaedsmdywh«ebymmofmmpemaﬂmmmﬁmm
for conducting the study could be affected by the outcome of the study (as defined in 21 CFR 54.2(a)); had
nopropriehryinwestinthispmductorsigniﬂeaMequitymmnintl\e'sponsorofﬂnoovemdsmdy(as
defined in 21 CFR 54.2(b)); and was not the recipient of significant payments of other sorts (as defined in
21 CFR 54.2(1)). _

E](a) Astheapplieantwhoiss&mﬁﬁngash:dyorshxdbaspomedbyafimorpartyotmrthantheappﬁemt.
| certify that | have acted with due diligence to obtain from the listed clinical investigators (attach list of
names)orfromthesponsorﬂulnformatlonrequhdunder&AaMitwasnotpossib!emdoso.The
reason why this information could not be obtained is attached.

mmrepre—

iria H. Shelton o Assiatant Direclor, Regulatory Affairs
FIRWORGANIZATION '
; GlaxoSmithKline Consumer Healthcare ‘
“SIGNATURE | ) { 7
L At ¥ oo . _ Wiy

An agency mey not conduct or sponsor, and a person is not required to respond to, a collection of
anm.mmmwmmmmuu Department of Heslth and Human Services
Mathﬁnﬁuﬁm“wlhwnmmﬁmhm Food and Drug Administration

or any other asspact of this collection of infarmation to the address to the right:

FORM FDA 3434 (4/06) Crasted by PSC Media Arts Branch (3011445-1090 EF
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MEMORANDUM OF TELECON

DATE: April 14, 2009

APPLICATION NUMBER: NDA 22-360

BETWEEN:
GlaxoSmithKline
Iris H. Shelton, Assistant Director, Regulatory Affairs
David Schifkovitz, Director, Regulatory Affairs
Erin Oliver, Director, Regulatory Affairs
Phone: 800-988-9755
AND

Office of Nonprescription Products
Leah Christl, Ph.D., Associate Director, Regulatory Affairs

Division of Nonprescription Clinical Evaluation:
Andrea Leonard-Segal, MD, Director

Joel Schiffenbauer, M.D., Deputy Director

Melissa Hancock Furness, Chief, Project Management Staff
Priscilla Callahan-Lyon, M.D., medical reviewer

Mary Lewis, R.N., Regulatory Project Manager

Larry Bauer, R.N., M.S., Regulatory Project Manager
Cindy Li, Ph.D., Pharmacology/Toxicology Reviewer

Division of Nonprescription Regulation Development:
Mary Robinson, M.S., Interdisciplinary Scientist Reviewer
Debbie Lumpkins, Interdisciplinary Scientist Team Leader

Divisign of Medication Error Prevention & Analysis:
Zachary Oleszczuk, PharmD, Safety Evaluator

SUBJECT: Labeling discussion

On April 14, 2009 an email transmittal was sent to GlaxoSmithKline (GSK) listing the following
comments in response to GSK’s February 10, 2009 submission of labeling for Nicorette Lozenge
(mini), NDA 22-360. In that email we recommended that GSK make the following changes to:



Principal Display Panel:

1. The statement of identity is presented in a small size as compared to the proprietary name.
We request you revise the size of the established name so that it appears in a size reasonably
related to the most prominent printed matter on the principal display panel.

GSK agreed with the above.

Container Label (2 mg and 4 mg)

2. The strength on the container label is hard to see because it is embedded in the established
name in a small font. Once the container is removed from the carton it is difficult to identify
the strength of the product. We request you increase the size and prominence of the strength
on the container label so the strength can be easily identified.

GSK agreed with the above.

Carton Side Panel
3. Under “To increase your success in quitting”:

a. Paragraph 2. Insert the word “lozenge” after the word “mini” to complete the form
descriptor.

GSK proposed to modify the statement to read: “Use enough- Use at least 9 Nicorette mini
lozenges per day during the first six weeks”

The Agency agreed this was acceptable.

b. Paragraph 3. Insert the word “lozenge” after the word “mini” to complete the form
descriptor.

GSK agreed with the above.

Vial 24 and 27 count

4. Decrease the font size of the word “mini” in the form descriptor “mini lozenge”. Make
“mini” and “lozenge™ the same size on the front of the 24 and 27 count vials.

GSK stated their belief that the presentation of the form descriptor “mini lozenge” is part of
trade dress and not subject to any regulatory requirement. FDA noted that as currently
presented, the form descriptor distracted from the required prominence of the statement of



identity. FDA stated there was insufficient balance in the size relationship between the
brand name, statement of identity and the form descriptor. GSK agreed to take this into
consideration and revise the labels by increasing the prominence of the statement of identity
where ever it appears in labeling. It was agreed that the font size for “mini” and “lozenge”
did not have to be identical as long as the above mentioned revisions to increase the
prominence of the statement of identity were incorporated into the label.

User Guide
5. Cover page. Capitalize the letter “M” in the word “mini” in the following heading:
“How to Use Nicorette Mini Lozenges and Tips to Help you Quit Smoking”.
GSK agreed with the above.
6. The word “mini” is part of the form descriptor name. Unbold the word “mini” and capitalize
the “M” wherever the words “Mini Lozenges” appear in the User’s Guide. Also, make the
words “mini” and “lozenge” the same font and size throughout the Guide.

GSK wants to kéep it the way it is and FDA agreed. See discussion in 4 above.

7. Page 3, paragraph 2, line 7: Delete the 2™ word ¢ n the paragraph. = s not apart of
the Trade Name. Alternatively, the word "Lozenge" could be added and the word "mini"
unbolded and capitalized.

GSK said that they would revise the sentence to remove the second ~ss== . FDA found the
proposed revision acceptable.

8. Page 5, paragraph 3, bullet 1. Delete the phrase , . The phrase is not
required according to § 201.64(c) and it is not included in the proposed “Drug Facts” carton
labeling.

GSK agreed with the above.

The t-con was held from 1:30 p.m. to 2:00 p.m.

Mary M. Lewis, RPM

b(4)

b(4)

b(4)



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Mary Lewis
5/15/2009 03:54:20 PM
Cso

Mary Lewis
5/15/2009 03:55:05 PM
Ccso
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Lewis, Mary

From: Fumess, Melissa

Sent:  Friday, May 15, 2009 1:38 PM
To: Schiffenbauer, Joel; Lewis, Mary
Subject: FW: N22-360

From: Tang, Yubing

Sent: Friday, May 15, 2009 1:26 PM

To: Tang, Yubing; Furness, Melissa

Cc: Stock, Marisa; Johnson, Elizabeth; Ding, Shulin; Goldie, Scott
Subject: RE: N22-360

Sorry. | meant "addendum”.

Yubing

Yubing Tang, Ph. D.
CMC Revicwer
U.S. Food and Drug Adminisivation
White Oak #38/Rm. 1481
109038 New Hampshire Ave.
* Tel: 301-796-2457 .
Faz: 301-796-9850

" yubing.tang@fda. ks gov

From: Tang, Yubing

Sent: Friday, May 15, 2009 1:24 PM

To: Furness, Melissa :
€c: Stock, Marisa; Johnson, Elizabeth Ding, Shulin; Goldie, Scott

 Subject: RE: N22-360

Melissa,

FYI. And | will get CMC amendment ready soon.
Yubing |

Yubing Tang, Ph. D.

CMC Reviewsr

U.S. Food and Drug Adminisiration
White Oak #33/Rm. 1481

5/18/2009
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10908 New Hampshire Ave.
Sttver Spring, MD 20993
Tek 301-796-2457

Fa.t.-‘ 301-796-9850

ubing tang@yida.hbsgov

From: Johnson, Elizabeth

Sent: Friday, May 15, 2009 1:21 PM

To: Tang, Yubing; Ding, Shulin; Goldie, Scott
Cc: Stock, Marisa ‘
Subject: N22-360

Good afternoon,
NDA 22-360 has just been given and overall acceptable compliance recommendation.

" Thanks,
Beth

Elizabeth L. Johnson

Consumer Safety Officer

FDA/CDER/OC/DMPQ

10903 New Hampshire Avenue

White Oak, Bidg. 51, Rm. 4225

_Silver Spring, MD 20993
Phone: (301) 796-3334

- Fax: (301) 847-8738

5/18/2009



NDA/BLA REGULATORY FILING REVIEW
(Including Memo of Filing Mecting)

[ NDA #22-360 'NDA Supplement #:S- Efficacy Supplement Type SE-
BLA# BLASTN# -

Proprietary Name: Nicorette Mini Lozenge
Established/Proper Name: nicotine polacrilex
Dosage Form: lozenge

.| Strengths: 2 mg and 4 mg

Applicant: GlaxoSmithKline
| Agent for Applicant (if applicable):

Date of Application: 7/18/08
Date of Receipt: 7/18/08
Date clock started after UN:

PDUFA Goal Date: 5/18/09 Action Goal Date (if different): _

Filing Date: 9/29/08 .
| Date of Filing Meeting: 9/9/08

Chemical Classification: (1,2,3 etc.) (original NDAs only) 5

Proposed Indication(s): Reduction of withdrawal symptoms, including nicotine craving
associated with quitting smoking.

Type of Original NDA: ' B 505X
AND (if applicable) ' 505(bX2)
Type of NDA Supplement. ' 505X
- [ 505(b)(2)
Refer to Appendix A for further information. ,
Review Classification: - ™ Standard
S [J Priority
If the application includes a complete response to pediatric WR,
review classification is Priority.
E] Troplcal disease Priority
Ifa wicalditmcmmyreviewmchermubmlmd,rm
classification defanits to Priority. ' review voucher submitted

Resubmission after withdrawal?
-| Resubmission after refuse to file?
Part 3 Combination Product? || Drug/Biologic
Bi loggDevme
o)
] Fast Track PMC response
[[] Rolling Review : PMR response:
] Orphan Designation FDAAA [505(0)]
PREA deferred pediatric studies {21 CFR

Rx-t0-OTC switch, Full 314.55(b)21 CFR 601.27(b)]

Rx-to-OTC switch, Partial [0 Accelerated approval confirmatory studies (21

Direct-t0-OTC CFR 314.510/21 CFR 601.41) _

: [C] Animal rule postmarketing studies to verify

Other: . . clinical benefit and safety (21 CFR 314.610/21 CFR
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I 601.42)

Collaborative Review Division (if OTC product): Division of Nonpmcnptlon Regulation

Development

List referenced IND Number(s): 56,295 and NDA 21-330

PDUFA and Action Goal dates correct in tracking system?

If not, ask the document room staff to correct them immediately.
| These are the dates used for calculating inspection dates.

Bivo.

Are the proprietary, established/proper, and applicant names
correct in tracking system?

If not, ask the document room staff to make the carkctlom. Also,
ask the document room staff to add the established name to the
supporting IND(s) if not already entered into tracking systeme.

YES
[INo

Areall cl@ﬁtﬂion codes/flags (e.g. orphan, OTC drug, »
pediatric data) entered into tracking system?

If not, ask the document room staff to make the appropriate
entries.

Is the application affected by the Application Integrity Policy
(AIP)? Check the AIP list at:

If yes, explain: |
-| H yes, has OC/DMPQ been notified of the sﬁbmission?
Comments:

Form 3397 (User Fee Cover Sheet) submitted

User Fee Status

Comments:

.} Exempt (orphan, government)
| Waived (e.g., small business,
lic health)
Not

Note: 5 05(b)(2) applicatxom are no longer exen;ot  from user jées pursuant to the pa.mlge of FDAAA. It is
expected that all 505(b) applications, whether 505(b)(1) or 505(b)(2), will require user fees unless
| otherwise waived or exempted (e.g., business waiver, arphan exemption).

Vession 6/9/08




Does another product have orphan exclusivity for the same
lndlcatlon? Clm:k ﬁe Elech'onic Omnge Book at:

R
Cl

Il'yé,isthc'productconsideredtobethesameprodmt ] YES

according to the orphan drug definition of sameness [21 CFR | [] NO

316.3(b)(13)]? .

Ifyes, consult the Director, Division of Regulatory Policy 11,

Office of Regulatory Policy (HFD-007)

Comments:

Has the applicant requested 5-year or 3-year Waxman-Hatch | [ | YES

exclusivity? (NDAs/NDA efficacy supplements only) #.years requested:
' pd NO

- | Note: An applicant can receive exclusivity without requesting it;
_therefore, requesting exclusivity is not required.

Comments: -

If the proposed product is a single enantiomer of a racemic

drug previously approved for a different therapeutic use
(NDAs only):

Did the applicant (a) elect to have the single enantiomer
(contained as an active ingredient) not be considered the
same active mgtedlentastlmtcontmnedmanalmady
approved racemic drug, and/or (b) request exclusivity
pursuant to section 505(u) of the Act (per FDAAA Section
1113)? ‘

If yes, contact Mary Ann Holavac, Director of Drug Information,
OGD/DLPS/LRB.

1. Is the application for a duplicate of a listed drug and
eligible for approval under section 505(j) as an ANDA?

2. Isthe application for a duplicate of a listed drug whose
only difference is that the extent to which the active
ingredient(s) is absorbed or otherwise made available to
the site of action less than that of the reference listed
drug (RLD)? (see 21 CFR 314.54(b)(1)).

3. Isthe application for a duplicate of a listed drug whose
only difference is that the rate at which the proposed -
product’s active ingredient(s) is absorbed or made
available to the site of action is unintentionally less than
that of the listed drug (see 21 CFR 314.54(b)(2))?

"Not applicable

CIYES
] No

NO
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Note: Ifyou answered yes to any of the above que.?tiom-, -the
application may be refused for filing under 21 CFR 314.101(d)(9).

TYES

4. Is there unexpired exclusivity on the active moiety (e.g.,
S-year, 3-year, orphan or pediatric exclusivity)? Check <] NO
the Electronic Orange Book at:
http:/fwww.fda.gov/cder/ob/default him
K yes, please list below: 3 :
Applicaﬁo_n No. Drug Name . _Exclusivity Code Exclusivity Expiration

If there is unexpired, S-year exclusivity remaining on the active moiety for the proposed drug

product, a 505(b)(2) application cannot be submitted until the period of exclusivity expires

(unless the applicant provides paragraph IV patent certification; then an application can be

submitted four years after the date of approval.). Pediatric exclusivity will extend both of the

timeframes in this provision by 6 monlhs 21 CFR 108(8)(2). Unexpzred 3-year exclusivity will
03(b

l All paper (except for COL)
' X] All electronic
Do not check mixed submission if the only electronic component . Mixed (paper/electronic)
is the content of labeling (COL).
' [jcm
Non-CTD

Comments: Mixed (CTD/non-CTD)
If mixed (paper/clectronic) submission, which parts of the
application are submitted in electronic format?
lfeleetfonic submission: ,
paper forms and certifications signed (non-CTD) or X! YES
electronic forms and certifications signed (scanned or digital | [] NO
signature)(CTD)?
Forms include: 356h, patent information (3542a), financial
disclosure (3454/3453), user fee cover sheet (3542a), and élinical
trials (3674); Certifications include: debarment certification,
patent certification(s), field copy certification, and pediatric
certification.
Comments: _
If electronic sabmission, does it follow the eCTD guidance? | [X] YES

Y7, . r/gui rev. . NO
I not, explain (¢.g., waiver granted):
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[ Form 356h: Is a signed form 356h included?

KIYES

[ No

If foreign applicant, mmeappﬂcammae U.S. agent must
sign the form. ‘
Are all establishments and their registration numbers listed | 57 YES
on the form? ] NO
Comments:
Index: Does the submission comtain an accurate YES
comprehensive index? ] NO
Comments:
Is the submission complete as required under 21 CFR 314.50 | [X] YES
(NDAs/NDA efficacy supplements) or under 21 CFR 601.2 ] No
(BLAs/BLA efficacy supplements) including: :
I legible '
[X] English (or translated into English)

‘pagination
[ navigable hypertinks (electronic submissions only)
H no, explain:

-{ Controlled snbatancelProduct with abuse potential: E NotlApplicaBle
Abuse Liability Assessment, including a proposal for B YES
schedulmg, submitted? - NO
Consult sent to the Controlled Substance Staff? (] YES
Comments: [J No

- BLASBLA efficacy supplements only-

Companion application received if a shared or divided CJYES
manufacturing arrangement? {1 NOo
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sign the certification. '

.| Note: Debarment Certification should use wording in FD&C Act
section 306(k)(1) i.e., ' (Name of applicant] hereby certifies that it
did not and will not use in any capacity the services of any person
debarred under section 306 of the Federal Food, Drug, and .
Cosmetic Act in connection with this application.” Applicant may
not use wording such as, “To the best of my knowledge...”

Comments;

Field Copy Certification: that it is a true copy of the CMC
technical section (applies to paper submissions only)

If maroon fleld copy jackets from fordgn applicam are received,
return them to CDR for deliv

.signature?

Forms 3454 aml/or 3455 must be included and must be signed by
the APPLICANT, not an Agent.

Note: Financial disclosure is requiréd | for bioequivalence studies
that are the basis for approval.

Comments:

PREA

Note: NDAs/BLAs/efficacy supplements for new active ingredients,
new indications, new dosage forms, new dosing regimens, or new
routes of administration trigger PREA. All waiver & deferral
requests, pediatric plans, and pediatric assessment studies must be
reviewed by PeRC prior to approval of the application/supplement.

Are the required pediatric assessment studies or a full waiver
of pediatric studies included?

Hno,is awquestforﬁillwaiverofpediatﬁcstudi&sORa
request for partial waiver/deferral and a pediatric plan
included? -

o  If o, request in 74-day letter.

o If yes, does the application contain the
certification(s) required under 21 CFR 314.55(b)(1),
(€X2), (cX3)21 CFR 601.27(b)(1), (c)2), (cX3)

Comments:

] Not Applicable (electronic
submission or no CMC technical
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BPCA (NDAsINDA efficacy supplements only):

Is ﬂnssubmlssmn a complete response to a pedlanu: Written |
Request?

If yes, contact PMHS (pediatric acclusivity daemduation by the
Pediatric Exclusivity Board is needed).

Comments.

Check all types of labeling submitted.

[ ] Package Insert (PI)

[] Patient Package Insert (PPI)
Instructions for Use
MedGuide

[ Carton labels

[] Immediate container labels

Comments: Diluent
Other (specify)
Is electronic Content of Labeling submitted in SPL format? YES )
: NO

If no, request in 74-day letter.

Comments:

Package insert (P) submitted in PLR format?

H no, was a waiver or deferral requested before the -
application was received or in the submission?
If before, what is the status of the request?

00 OO
8% 8§

If no, request in 74-day letter.
Commeents: .
All Iabeling (PL, PP, MedGuide, carton and immediate YES
container labels) consuited to DDMAC? NO
. Comments:
MedGuide or PPI (plus PI) consulted to OSE/DRISK? (send Not Applicable
WORD version if available) YES
NO
Comments: ‘ _
REMS consulted to OSE/DRISK? [_] Not Applicable
: YES
Comments: _ NO__ "
Carton and immediate container labels, P1, PPI, and Not Applicable
. proprietary name (if any) sent to OSE/DMEDP? YES
NO

Comments:
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ppli
>X] Outer carton label

Comments:

Check all types of labeling submitted. X
' Pd Immediate container label
[ Blister card
Blister backing label
Consumer Information Leaflet
(CLL) -
Comments: User Guide submitted. [] Physician sample
] Consumer sample
- Other (specify)
Is electronic content of labeling submitted? YES
' NO
If no, request in 74-day letter.
Comments: .
Are annotated specifications submxtted for all stock keeping | [X] YES
units (SKUs)? ] No
If no, request in 74-day letter.
Comments: |
If representative labeling is submitted, are all represented ‘YES
SKUs defined? NO
If no, request in 74-day letter.
Comments:
| Proprietary name, all labeling/packaging, and current YES
approved Rx PI (if switch) sent to OSE/DMEDP? NO

| ¥ yes, distribute minutes before filing meeting. Date(s):
: NO
Comments: :
Pre-NDA/Pn—BLAIPre—Supplement meetmg(s)? L] YES
If yes, distribute minutes before filing mecting. Date(s):
' X NO
Comments:
Any Special Protocol Assessment (SPA) agreements? CTYES
If yes, distribute letter and/or relevant minutes before filing Date(s):
meeting. . X NO

Comments:
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' ATTACHMENT
MEMO OF FILING MEETING

DATE: 9/9/08

NDA/BLA #: 22-360

PROPRIETARY/ESTABLISHED NAMES: Nlcorette mini lozenge

'APPLICANT: GlaxoSmithKline

BACKGROUND: GlaxoSmithKline is submitting this New Drug Apphcatlon to provide a
smaller version of the currently available nicotine polacrilex lozenge, Commit. The new
lozenges, Nicorette 2 mg and 4 mg, are a line extension of the currently marketed Commit

Lozenges, available in the same strengths and contain the same active ingredient, nicotine
polacrilex. The indication is identical to the approved Commit Lozenges: redm withdrawal -

symptoms, including nicotine craving associated with quitting smoking.
REVIEW TEAM:

Regulatory Project Management Mary M. Lewis
: CPMS/TL: | Leah Christl, Ph.D Y
Cross-Discipline Team Leader (CDTL)
Climical Reviewer: | Priscilla Cauahm-Lyon,'
. M.D.
TL Daiva Shetty, M.D.
Social Scientist Revxew (for oTC Reviewer:
products) :
TL:
Labeling Review (for OTC products) | Reviewer: | Mary Robinson — Y
TL: Debbie Lumpkins Y
OSE ' Reviewer:
TL:
Clinical Microbiology (for anfimicrobial | Reviewer:
products)
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Clinical Pharmacology Reviewer: | Ping Ji
| TL: | Srikanth Nallani
Biostatistics Reviewer:
TL:.
Nonclinical Reviewer: | Cindy Li
(Pharmacology/Toxicology) ‘
TL: Wata Harrouk
Statistics, carcinogenicit.y Al Reviewer:
| | TL: .
Product Quality (CMC) Reviewer: | Yubing Tang
| TL: Shulin Ding
Facility (for BLAs/BLA supplements) | Reviewer:
' | TL:
Microbiology, sterility (for NDAs/NDA ﬁevxewer
efficacy supplements) ,
TL:
[Bioresearch Montoring (081 Reviewer:
TL: .
Other reviewers Celia Winchell with DAARP

OTHER ATTENDEES: Laura Shay, Social Scientist Reviewer

"B Not Applicable

505(b)(2) filing issues?

. YES
If yes, list issues: NO
Perrevigivers,mallpansinanlishmEnglish BIYES
translation? ' J No
H no, explain: '
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Electronic Submission comments

List comments: No comments,

L] Not Applicable

CLINICAL L] Not Applicable
FILE
REFUSE TO FILE -
Comments: [ Review issues for 74-day letter
e Clinical study site(s) inspections(s) needed? - YES
. O No
H no, explain:
¢ Advisory Committee Meeting needed? L] YES
' ’ Date if known:
X] NO

Comments:

If no, for an origingl NME or BLA application, inclade the
reason. Forennplo
, Micdng/biolog'cumtﬂcﬂmﬁnmm
o the clinical study design was acceptable
o the application did not raise significamt safety
or efficacy issmes
O  the application did not raise significant public
health questions on the role of the
* drug/biologic in the diagnosis, cure,
mitigation, treatment or prevention of 2
disease : :

|| To be determined

Reason:

o Ifthe application is affected by the AIP, has the

division made a recommendation regarding whether

% 'Not Applicable
YES

or not an exception to the AIP should be grantedto | [] NO
permit review based on medical necmty or public
health significance? _
Comments:
"CLINICAL MICROBIOLOGY Not Appiicable
‘ FILE
REFUSE TO FILE
Comments: [ Review issues for 74-day letter
. {| FILE

] REFUSE TO FILE
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L] Review lssuw for 74-day letter 4

Comments:
e Clinical pharmacology study site(s) mspectnons(s) L] YES
needed? NO
BIOSTATISTICS [ Not Applicable
FILE
[C] REFUSE TOFILE
: [J Review issues for 74-day letter
Comments:
NONCLINICAL {_] Not Applicable
(PHARMACOLOGY/!‘OXICOLOGY) X FILE
] REFUSE TOFILE
- [T] Review issues for 74-day letter
Comments:
PRODUCT QUALITY (CMC) | Not Applicable
FILE
] REFUSE TOFILE

» Categorical exclusion for environmental assessment

X Not Appllcable

(EA) requested? |_| YES
[ ] NO
I mo, was a complete EA submitted? B YES
. ‘ NO
If EA submitted, consulted to EA officer (OPS)? YES
’ , NO
Comments:
e Establishment(s) ready for inspection? "Not Applicable
. YES
NO

s Establishment Evaluation Request (EER/TBP-EER)
submitted to DMPQ?

Comments: Establishment had EER 7/28 - 8/1/08
and was acceptable.

o Sterile product?

Version 6/9/08
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ifyes, was Microbiology Team consulted for B YES
validation of sterilization? (NDAs/NDA NO
___supplements only)
FACILITY (BLAs only) ' _ B Not Applicable
: FILE
REFUSE TO FILE
Comments: [ Review issues for 74-day letter

GRMP Timeline Milestones: Flhngmeetmg 9/9/08; Day 74: 9/29/08; Review completlon
goal date: 3/27/09; PDUFA goal date: 5/18/09.

Comments:

The app} for filing. y:

™ | The application, on its face, appears to be suitable for filing,
D No review issues have been identified for the 74-day letter.

] Review issues have been identified for the 74-day letter.” List (optional):
Application did not contain:
1. Complete Integrated Summary of Safety
2. Information regarding local safety of the mini lozenge in the mouth
3. Lozenge counts per vial matyouplanttomarketforthengandltmgmnu
lozenge.
4. Annotated specifications for all “Drug Facts” labes
5. A description of and manufacturing information for the tamper-evident feature

Standard Review
[ Priority Review

| classification codes (e.g., orplum, OTC) are correctly entered into tracking system.

] ‘lfRTFactnon,notnfyeverybodywhoaheadymewedaconsnltrequ&st,OSEPM and
Product Quality PM. Cancel EER/TBP-EER.
Ll Ifﬁl’edmdthe'applicaﬁonism«m,pmpmalmeiﬁagmﬁng(forsigmtmeby .

Center Director) or denying (for signature by ODE Director) an exception for review.

Version 6/9/08 . , ' 13



[J [TBLA or priority review NDA, send 60-day letter.

X

Send review issues/no review issues by day 74

[ ] | Other

Version 6/9/08
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Appendix A (NDA and NDA Supplements only)

NOTE: The term "original application” or "original NDA" as used in this appendix
denotes the NDA submitted. It does not refer to the reference drug product or "reference

listed drug.”
An original application is likely to be a 505(b)(2) apf)lication ift

(1) it relies on published literature to meet any of the approval requirements, and the
applicant does not have a written right of reference to the underlying data. If
published literature is cited in the NDA but is not necessary for approval, the
inclusion of such literature will not, in itself, make the application a 505(b)(2)
application,

(2) it relies for approval on the Agency's previous findings of safety and efficacy for
a listed drug product and the applicant does not own or have right to reference the
data supporting that approval, or

(3) it relies on what is "generally known" or "scientifically accepted" about a class of
products to support the safety or effectiveness of the particular drug for which the
applicant is seeking approval. (Note, however, that this does not mean any :

- reference to general information or knowledge (e.g., about disease etiology,
support for particular endpoints, methods of analysxs) causes the application to be
a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submltted include:
fixed-dose combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide)
combinations); OTC monograph devnatlons (see 21 CFR 330.11); new dosage forms; new
mdxcatlons, and, new salts.

An efﬁcacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the -
original NDA was a (b)(l) or a (b)(2).

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the
information needed to support the approval of the change proposed in the supplement.
For example, if the supplemental application is for a new indication, the supplementisa
505(b)(1) if: ‘

(1) The applicant has conducted its own studies to support the new indication (or
otherwise owns or has right of reference to the data/studies),

(2) No additional information beyond what is included in the supplement or was
embodied in the finding of safety and effectiveness for the original application or
previously approved supplements is needed to support the change. For example,
this would likely be the case with respect to safety considerations if the dose(s)
was/were the same as (or lower than) the original application, and.

*(3) All other “criteria” are met (¢.g., the applicant owns or has right of reference to
the data relied upon for approval of the supplement, the application does not rely

Version 6/9/08 . | 15



for approval on published literature based on data to which the applicant does not -
have a right of reference).

An efficacy supplement is a 505(b)(2) supplement if:

(1) Approval of the change proposed in the supplemental application would require
data beyond that needed to support our previous finding of safety and efficacy in
the approval of the original application (or earlier supplement), and the applicant
has not conducted all of its own studies for approval of the change, or obtained a
right to reference studies it does not own. For example, if the change were for a
new indication AND a higher dose, we would likely require clinical efficacy data
and preclinical safety data to approve the higher dose. If the applicant provided
the effectiveness data, but had to rely on a different listed drug, or a new aspect of
a previously cited listed drug, to support the safety of the new dose, the
supplement would be a 505(b)(2),

(2) The applicant relies for approval of the supplement on published literature that is
based on data that the applicant does'not own or have a right to reference. If
published literature is cited in the supplement but is not necessary for approval,
the inclusion of such literature will not, in itself, make the supplement a 505(b)(2)
supplement, or

(3) The applicant is relying upon any data they do niot own or to which they do not
have right of reference.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2)
application, consult with your OND ADRA or OND IO. '
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-DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 22-360

PROPRIETARY NAME REQUEST
- ACCEPTABLE

GlaxoSmithKline Consumer Healthcare, L.P.
. Attention: Iris H. Shelton

Assistant Director, Regulatory Affairs

1500 Littleton Road

Parsippany, New Jersey 07054-3884

Dear Ms. Shelton:

Please refer to your New Drug Application (NDA) dated July 18, 2008, submiitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Nxcoretﬁe (2 mg and 4 mg, nicotine
polacnlex) lozenge.

‘We also refer to your February 10, 2009, correspondence, received on February 10, 2009,

. requesting review of your proposed proprictary name, Nicorette. The Division of Medication
Error Prevention and Analysis (DMEPA) have completed their review of the proposed
'propnetary name, Nicorette and has concluded that it is acceptable.

If any of the proposed product characteristics as stated in your February 10, 2009, submission are
“altered prior to approval of the marketing application, the proprictary name should be
resubmitted for review.

If you have any qumtxons regardmg the contents of this letter or any other aspects of the -

proprietary name review process, call Darrell Jenkins, Safety Regulatory Project Manager in the
Office of Surveillance and Epidemiol (301) 796-0558. For any other information '
regarding this application contact Mal?ygiewm, Regulatory Project Manger in the Division of
Nonprescription Clinical Evaluation. '

Sincerely,

- Andrea Leonm'd-Segal M.D
Director .
Division of Nonptescnptnon Clm:cal Evaluation
Office of Nonprescription Products
Center for Drug Evaluation and Research
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Lewis, Mary

From: Lewis, Mary -

Sent:  Tuesday, April 21, 2009 2:42 PM

To: 'tris.H.Shelton@gsk.com'

Cc: - Oleszczuk, Zachary'

Subject: NDA 22-360; Nicorette mini lozenge; t-con attendees

Hi Iris, _
Would you send me a list of the attendees from GSK that were at the t-con last week on 4/14/09?
The FDA attendees were: |

Andrea Leonard-Segal, MD, Director DNCE
Joel Schiffenbauer, M.D., Deputy Director DNCE
Melissa Hancock Furness, Chief, Project Management Staff
Priscilla Callahan-Lyon, M.D., medical reviewer
Mary Robinson, M.S., Interdisciplinary Scientist Reviewer
Debbie Lumpkins, lnterdlsczplmary Scientist Team Leader
Zachary Oleszczuk, Reviewer, Division of Medication Error Preventlon & Analys:s
Mary Lewis, R.N., Regulatory Project Manager
Larry Bauer, R.N., M.S., Regulatory Project Manager
Cindy Li, Ph.D., Pharmacology/Toxicology Reviewer

Thank you.

Mary

Mary M. Lewis, RN, BSN

Regulatory Project Manager

Division of Nonprescription Clinical Evaluation
- Office of Nonprescription Products

Center for Drug Evaluation and Research
Phone: 301-796-0941

Fax: 301-796-9899

4/22/2009



MEMORANDUM OF TELECON

DATE: April 14, 2009
APPLICATION NUMBER: NDA 22-360
BETWEEN: : :
Mm '

Iris H. Shelton, Assistant Director, Regulatory Affalrs

David Schifkovitz, Director, Regulatory Affairs
Erin Oliver, Director, Regulatory Affairs

Phone: 800-988-9755

Leah Chnstl Ph D Assocnate Dlrector Regulatory Affairs

Division of Nonprescription Clinical Evg_h_l_ggm' :

Andrea Leonard-Segal, MD, Director .

Joel Schiffenbaner, M.D., Deputy Director ‘

Melissa Hancock Furness, Chief, Project Management Staff
Priscilla Callahan-Lyon, M.D., medical reviewer

Mary Lewis, RN., Regulatory Project Manager

Larry Bauer, R.N., M.S., Regulatory Project Manager -

Cindy Li, Ph.D., Pharmacology/Toxicology Reviewer

Mary Robmson, MsS. Interdlscxplmary Sclentlst Revxewer
Debbie Lumpkins, Interdisciplinary Scientist Team Leader

Zachary Oleszczuk, PharmD, Safety Evalustor

' SUBJECT: Labeling discussion

On April 14, 2009 an email transmittal was sent to GlaxoSmithKline (GSK) listing the following
comments in response to GSK’s February 10, 2009 submission of labeling for Nicorette Lozenge
(mini), NDA 22-360. In that email we recommended that GSK make the following changes to:



Principal Display Panel:

1. The statement of identity is presented in a small size as compared to the proprietary name.
We request you revise the size of the established name so that it appears in a size reasonably
related to the most prominent printed matter on the principal display panel. .

GSK agreed with the above.

Container Label (2 mg and 4 mg) .
2. The strength on the container label is hard to see because it is embedded in the established
' name in a small font. Once the container is removed from the carton it is difficult to identify
- the strength of the product. We request you increase the size and prominence of the strength
on the container label so the strength can be easily identified.

GSK agreed with the above.

Carton Side Panel
3. Under “To increase youir success in quitting™:

a. Paragraph 2. Insert the word “lozenge” after the word “mini” to complete the form
descriptor.

GSK proposed to modwa the statement to read: “Use enough- Use at least 9 Nicorette mini
lozenges per day during the first six weeks”

‘The Agency agreed this was acceptable.

b. Paragraph 3. Insert the word “lozenge” after the ,wordb “mini” to complete the form
descriptor. ‘

GSK agreed with the above.

Vial 24 and 27 count

4. Decrease the font size of the word “mini” in the form descriptor “mini lozenge”. Make
“mini” and “lozenge” the same size on the front of the 24 and 27 count vials.

GSK stated their belief that the presentation of the form descriptor “mini Ioienge is part of
trade dress and not subject to any regulatory requirement. FDA noted that as currently
presented, the form descriptor distracted from the required prominence of the statement of



identity. FDA stated there was insufficient balance in the size relationship between the
brand name, statement of identity and the form descriptor. GSK agreed to take this into

consideration and revise the labels by increasing the prominence of the statement of identity

where ever it appears in labeling. It was agreed that the font size for “mini” and “lozenge”
did not have to be identical as long as the above mentioned revisions to increase the
prominence of the statement of identity were incorporated into the label.

~ User Guide
5. Cover page. Capitalize the letter “M” in the word “mini” in the following heading:
“How to Use Nicorette Mini Lozenges and Tips to Help you Quit Smoking”.
GSK agreed with the above. |
6. The word “mini” is part of the form d&scnptor name. Unbold the word “mini” and capitalize
the “M” wherever the words “Mini Lozenges” appear in the User’s Guide. Also, make the
words “mini” and “lozenge” the same font and size throughout the Guide.
GSK wants to keep it the way it is and FDA agreed. See di.s'cyssion in 4 above.
7. Page 3, paragraph 2, line 7: Delete the 2™ word “mini” in the paragraph. Mini is not apart of
the Trade Name. Alternatively, the word "Lozenge” could be added and the word "mini"
unbolded and capitalized.

GSK said that they would revise the sentence to remove the second “mini”. FDA found the
Dproposed revision acceptable.

8. Page 5, paragraph 3, bullet 1. Delete the phrase * — ——  The phrase is not
required according to § 201.64(c) and it is not included in the proposed “Drug Facts” carton
labeling. - .

GSK agreed with the above.

The t-con was held from 1:30 p.m. to 2:00 p.ni.

' MéryMLewis,RPM

b(4)
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Lewis, Mary

Page 1 of 2

From: Lewis, Mary

Sent:  Tuesday, April 14, 2009 4:11 PM
To: 'Iris.H.Shelton@gsk.com'

Subject: RE: Re NDA 22-360 Labeling Teon

Here they are:
Qﬁc_g' ce of Nonprescription Products

Leah Christl, Ph.D, |
Associate Director for Regulatory Affairs

_ ision of Ne scription Clini valuation.
Melissa Hancoeck Furness _
Chief, Project Management Staff

Andrea Leonard-Segal, MD
Director

Joel Schiffenbauer, M.D., Deputy Directér
Priscilla Callahan-Lyon, M.D., Medical Reviewer
Cindy Li, Ph.D., Pharmacology/Toxicology Reviewer
© Mary M. Lewis, RN., Regulatory Project Managér
_ Lamy Bauer, RN, M.A,, Regulatory Project Manager

ivision scription ion ent.

Mary Robinson, M.S., Interdisciplinary Scientist Reviewer
Debbie Lumpkins, lnterdisciplinary Scientist Team Leader

Division o

Zachary Oleszcuk, Revxewer
Mary

From: Iris.H.Shelton@gsk.com [mailto:1ris.H.Shelton@gsk.com]

Sent: Tuesday, April 14, 2009 2:24 PM
To: Lewis; Mary
Subject: Re NDA 22-360 Labeling Teon

.HI Mary,

Thanks for arranging today's Tcon. | will draft and submit the agreements to the agency In prepara&n

412212009
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would appreciate if you can provide me with the list of FDA attendees.
Thanks :
Iris H. Shelton

4/22/2009



Lewis, Mary

Page 1 of 1

From: Lewis, Mary
Sent: Tuesday, April 14, 2009 10:13 AM
“To: "Iris.H.Shelton@gsk.com’

Subject: - NDA 22-360; Nicorette mini lozenge; label issues for today's t-con
Attachmontg; Label issues for tcon signed 041409.pdf
Hi Iris, |
Attached is the transmittal with label issues for our 1:30 p.m. t-con today.
Please confirm you have received this email.

Thank you.

Mary

Mary M. Lewis, RN, BSN

Regulatory Project Manager

Division of Nonprescription Clinical Evaluatlon
Office of Nonprescription Products

Center for Drug Evaluation and Research
Phone: 301-796-0941

Fax: 301-796-9899

Email: Mary.l.Lewis@fda.hhs.gov

4/22/2009



NDA 22-360
- 04/14/09

Food and Drug Administration
Center for Drug Evaluation and Research
' \ Office of Nonprescription Products

EMAIL TRANSMITTAL SHEﬁT :

DATE: April 14, 2009

To: Iris H. Shelton From: Mary M. Lewis, RN

Assistant Director, Regulatory Affairs Regulatory Project Manager
Gompany: GlaxoSmitiKline Office of Nonprescripion Products
E-maik; Tris.H Shelton@gsk com ' T-mail: Mary. 1 Lewis@dabhs.gov
Phone number: (973) 889-2167 Phone number: (301)796-0941

' Subject: NDA 2ﬁ-360; Nicorette Lozenge, 2mg and 4 mg — Label issues for discussion

Total no. of pages including cover: 4

Document e-mailed: "X ves

. THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM ITIS
"ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL,
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

if you are not the addressee, or a person authorized to deliver this document to the
addressee, you are hereby notified that any review, disclosurs, dissemination, copying, or
other action based on the content of this communication is not authorized. If you have
ncclvcdﬂlhdocumnunmr,phmnamyusmmﬂybymphomat

(301) 827-2222. Thank you.



NDA 22-360
04/14/09
Page 2

The following comments are in response to your February 10, 2009 submission of label and
labeling for Nicorette Lozenge (mini) that we recommend GlaxoSmithKline make the following

changes to:

Principal Display Panel:

1. The statement of identity is presented in a small sizeascomparedtothéproprietaryname. We
request you revise the size of the established name so that it appears in a size reasonably
mlmmﬂmeMthmatwronthepﬁncipa] display panel.

Container Label (2 mg and 4 mg)

2. The strength on the container label is hard to see because it is embedded in the established
name in a small font. Once the container is removed from the carton it is difficult to identify
the strength of the product. We request you increase the size and prominence of the strength
onthecontmnerlabelsoﬂlesu'engthcanbeeasllyldennﬁed.

CnrtonSidoPanel

" 3. Under “To increase your success in quitting”:

a. Paragraph 2. Insert the word “lozenge” after the word “mini” to complete the form
descriptor.

b. Paragraph 3. Insert the word “lozenge aﬁerthe word *“mini” to complete the form
descriptor.

Vial 24 and 27 count

4. Decrease the font size of the word “mini” in the form descriptor “mini lozenge”. Make
“mini” and “lozenge” the same size on the front of the 24 and 27 count vials.

User Guide

5. Cover page. Capitalize the letter “M” in the word “mini” in the following heading;

“How to Use Nicorette Mini Lozenges and Tips to Heip you Quit Smoking”.

6. The word “mini” is part of the form descriptor name. Unbold the word “mini” and capitalize
the “M” wherever the words “Mini Lozenges” appear in the User’s Guide. Also, make the
words “mini” and “lozenge” the same font and size throughomtheﬁuide

7. Page 3, paragraph 2, line 7: Deleteﬂnz“word“mml”mtheparagmph. Mimnsnotapmof

the Trade Name. Alternatively, the word "Lozenge" could be added and the word "mini"
unbolded and capitalized.



NDA 22-360
04/14/09
Page 3

8. PageS5, paragraph 3, bullet 1. Deletethephrase’ ———______ Thephraseisnot {4}
required according to § 201.64(c) and it is not included in the proposed “Drug Facts” carton
labeling.

Carton Side Panel Question for Clarification:

Side Panel bottom. The offline support program is "www.nicorette.com, but in the User’s Guide
the support program is given as www.committedquitters.com. Are they the same or different

programs?
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Lewis, Mary

From: Lewis, Mary

Sent:  Monday, April 13, 2009 4:49 PM

To:- ‘Iris.H.Shelton@gsk.com’

Subject: NDA 22-360; Nicorette mini iozenge; issuses for the t-con

Hi, Iris,

I will hve to send you the iques tomorrow, moming I hope. We are still working on the wording.
My apologies.

Mary

Mary M. Lewis, RN, BSN
Regulatory Project Manager
Division of Nonprescription Clinical Evaluation -
Office of Nonprescription Products
Center for Drug Evaluation and Research
Phone: 301-796-0941 :
.Fax:  301-796-9899

Email: Mary.1.Lewis@fda.hhs.gov

4/22/2009
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Lewis, Mary

From: Lewis, Mary

Sent:  Monday, April 13, 2008 12:01 PM

To: "Iris.H.Shelton@gsk.com'

Subject: RE: NDA 22-360; Nicorette Lozenge; t-con for label discussion

Hi Iris,

The call in number is:

1-800-988-9755

passcode: 49213

I hope to email you the issues sometime this afternoon.

From: Iris.H.Shelton@gsk.com [maiito: Irls H.Shelton@gsk.com]

Sent: Monday, April 13, 2009 8:19 AM

To: Lewis, Mary

Subject: RE: NDA 22-360; Nicorette Lozenge; t-con for label discussion

Hi Mary,

That time will work for our team. Greatly appreclate if you could provide us with some of the i issues that will
be discussed, as well as a call in number.

Thanks ‘

lris

"Lowle, Mary” <Mary. 1 Lewie@Hla.hhs.gov> ,
T0 11ig.H.Shelton@gsk.com

10-Apr-2009 16:21 ' ©C " gwis, Mary” <Mary.1.Lewis@1da.hhs.gov>
&MRENDA&WMM t-oonbrlﬁeltllwnlon

Hi Iris,

We've had some conflicts in the schedule and we need to change the t-con to Tuesday, 4/14/09
from 1:30 to 2 p.m. Please let me know if that works foryourteam

Thank you.
Mary

4/22/2009
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From: Iris.H.Shelton@gsk.com [mailto:Iris.H.Sheiton@gsk.com]
Sent: Friday, April 10, 2009 8:33 AM

To: Lewis, Mary

Subject: NDA 22-360; Nicorethe Lozenge; t-con for label discussion

Hi Mary
This is in reference to the Tcon for NDA 22-380. Appreciats if you could provide us with a mll in number.

Thanks
Iris :
GlaxoSmithKline Consumer Healthmne

4/22/2009 .
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Lewis, Mary

From: Lewis, Mary

Sent:  Friday, April 10, 2009 4:22 PM

To: 'Iris.H.Shelton@gsk.con'

Ce: Lewis, Mary

Subject: RE: NDA 22-360; Nicorette Lozenge; t-con for label dtscussron

We've had some conflicts in the schedule and §ve need to change the t-con to Tuesday, 4/14/09 from
1:30 to 2 p.m. Please let me know if that works for your team.

Thank you.

Mary -

From: Iris.H.Shelton@gsk.com [maiito:Iris.H.Shelton@gsk.com]
Sent: Friday, April 10, 2009 8:33 AM

To: Lewis, Mary

Subject: NDA 22-360 Nicorethe Lozenge; t-con for label discussion

Hi Mary,

This is in reference to the Tcon for NDA 22-360 Appreciate if you could provnde uswithacallin number
Thanks

Iris

GlaxoSmithKline Consumer Healthcare

4/22/2009
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Lewis, Mary

From: Lewis, Mary _
" Sent: Monday, April 06, 2009 11:29 AM <
To: 'Iris.H.Shelton@gsk.com'’
Ce: Lewis, Mary
Subject: NDA 22-360; Nicorette Lozenge; t-con for label discussion

Hl Iris,

~ We would like to have a t-con with GSK to discuss the label for Nicorette lozenge on Monday, 4/ 13/09
from 10:00 to 11:00 a.m. EST.
Let me know if that works for you.

Thaok you.

Mary

Mary M. Lewis, RN, BSN

Regulatory Project Manager _
Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research
Phone: 301-796-0941

. Fax:  301-796-9899

Email: Mary.1.Lewis@fda.hhs.gov

4/22/2009
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From: Lewis, Mary

Sent: Friday, April 03, 2009 2:12 PM

To: 'Iris.H.Shelton@gsk.com’

Ce: Lewis, Mary

Subject: - RE: Message from 9738892100; NDA 22-360
Follow Up Flag: Foliow up

Flag Status: " Red

Hi his,

I received your phone message. With regard to NDA 22-360 and the 81 count it shouldn’t have an affect on the
PDUFA. WhatI don’t know is what the action will be until a later time.

Mary.

Mary M. Lewis, RN, BSN

Regutatory Project Manager

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research
Phone: 301-796-0941

~——QOriginal Message—-—--

From: Unity Messaging System - FDAVOIP14
Sent: Friday, April 03, 2009 12:45PM
To: Lewis, Mary

Subject: Message from 9738892100

<<File: VoiceMessage >>
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Public Health Service

@ DEPARTMENT OF HEALTH & HUMAN SERVICES

Rockville, MD 20857

NDA 22-360 INFORMATION REQUEST LETTER

GlaxoSmithKline Consumer Heallthcare, L.P.
Attention: Iris H. Shelton

Assistant Director, Regulatory Affairs
1500 Littleton Road
Parsippany, NJ 07054-3884

Dear Ms. Shelton:

Please refer to your July 18, 2008 new drug application (NDA) submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for Nicorette Lozenge (nicotine polacrilex)
2 mg and 4 mg.

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and
have the following information requests. We request a prompt written response in order to
continue our evaluation of your NDA.

In the stability section 3.2.P.8.1, there are two conflicting statements regarding the
storage temperatures. Please revise . — to "store at 20 - 25 °C".

To facilitate prompt review of your response, please also provide an electronic courtesy copy of
your response to both Jeannie David, Regulatory Project Manager in the Office of New Drug
Quality Assessment (Jeannie.David@fda.hhs.gov), and Mary Lewis, Regulatory Project
Manager the Office of New Drugs (Mary.1.Lewis@fda.hhs.gov).

If you have any questions with regard to this information request letter, contact Jeannie David,
Regulatory Project Manager, at (301) 796-4247.

Sincerely,
{See appended electronic signature page}

Moo-Jhong Rhee, Ph.D.

Chief, Branch III

Division of Pre-Marketing Assessment 11
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research

Food and Drug Administration

b(4)
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From: . Lewis, Mary
Sent: ~  Friday, March 27, 2009 1:42 PM
To: 'iris.H.Shelton@gsk.com'
- Subject: NDA 22-360
Hi Iris,

Your question regarding the 81 count pack is under discussion. We will not have a response for you
_ until early next week and | wanted you to know that as soon as | realized it..

Thank you.

Mary

Mary M. Lewis, RN, BSN

Regulatory Project Manager

Division of Nonprescription Clinical Evaluation
Office of Nonpreseription Products

Center for Drug Evaluation and Research
Phone; 301-796-0941
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Lewis, Mary
From: Iris.H.Shelton@gsk.com
Sent: ~ Thursday, March 26, 2009 3:28 PM
To: Lewis, Mary :
Subject: Re: NDA 22-360; Nicorette lozenge (mini); clarification
Importance: High

Hi Mary,

In the submission, we included a vial count size of 24 and 27 Iozenges The original submission previded for
SKUS for 24 . and 108 count sizes. Currently GSK is considering launching the product in the 24
count as well as an SKU of 81 count lozenges (3 vials of 27) only. The 81 count size was not included in the
original submission and we would like to ensure that introduction of this new SKU would not impact the PDUFA
timings of the submission. Thank you.

Regards,

lris

"Lewis, Mary”™ <Mary.1.Lewis@ida.hhe.gov>

TO yyis 1 Shelton@gsk.com
26-Mar-2008 14:58 ' ' -
Sul)jpct NDA 22-360; Nicoretts lozenge (mini); clarification

Hi I;'is,

Please email me your quesﬁons so I can have the proper team members respond.

Let me know what you have submitted and what yoﬁr Brand Managers want to submit.
Thanks.

Mary

Mary M. Lewis, RN, BSN

Regulatory Project Manager

Division of Nonprescription Clinical Evaluatlon
Office of Nonprescription Products

Center for Drug Evaluation and Research
Phone: 301-796-0941

Fax:  301-796-9899

Email: Mary.1.Lewis@fda.hhs.gov

4/22/2009 .

b(4)
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‘4 DEPARTMENT OF HEALTH & HUMAN SERVICES Pubiic Hoalth Service
a ' ' ' _ Food and Drug Administraion
Rockville, MD 20857

NDA 22-360 INFORMATION REQUEST LETTER

GlaxoSmithKline
Attention: Iris H. Shelton
Assistant Director, Regulatory Affairs
1500 Littleton Road
Parsippany, NJ 07054-3884

Dear Ms. Shelton:

 Please refer to your July 18, 2008 new drug application (NDA) submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for Nicorette Lozenge (2 mg and 4 mg, nicotine
policrilex). :

‘We are reviewing the Cheniistry, Manufacturing and Controls and proprietary names sections of
your submission and have the following révision and information requests. We request a prompt
written response in order to continue our evaluation of your NDA. - :

. Revise the acceptance criteria of the Appearance test (Table 1 in Section :
3.2.P.7) for the container/closure system as follows: ° h(4)

. There is no stability information in section 3.2.P.8.3 of your application to

" support your statement in 3.2.P.8.1, ¢ Please clarify the b(@
two different storage temperature statements in your product label (Store at 20
- 25°C (68 — 77°F)) and in the section 3.2.P.8.1 .

o In an email dated January 9, 2009, you proposed to use the proprietary name
Nicorette for NDA 22-360 and all of the currently marketed Commit Lozenge
products. Please state your transition plan for the currently marketed Commit
lozenges to Nicorette.



. It is our understanding that GSK intends to use distinct callouts to differentiate
. between the products in the Nicorette product line (i.e. lozenges, gum etc.).
Please provide representative labels of the primary display panels for the
currently marketed Nicorette products for comparison of the proposed carton
labeling for NDA 22-360.

If you have any questions, call Mary Lewis, Regulatory Health Project Manager, at 301-796-
0941. _

Sincerely,

{See appended electronic signature page)}

Andrea Leonard Segal, M.D.

Director

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research



Thisis a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

- - - - - -

Andreé Segal
3/11/2009 04:42:22 PM



MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

‘DATE: February 24, 2009
TO: . Andrea Leonard Segal, MD
: Director : .
Division of Nonprescription Clinical Evaluation
. (DNCE) -
FROM: Xikui Chen, Ph.D.

Division of Scientific Investigations

THROUGH: C.T. Visvanathan, Ph:D. _gaAf= K. ?“' >/ ""/Wi

Associate Director — Bioequivalence
Division of Scientific Investigations

SUBJECT: Review of EIR Covering NDA 22-360, Commit®
(Nicotine) 2 mg and 4 mg Mini Lozenges, Sponsored
. by GlaxoSmithKline

At the request of DNCE, the Division of Scientific
Investigations conducted audits of the clinical and
analytical portions of the following biocequivalence study:

Study S$3010567: A Single Dose Bioequivalence Study of 2 mg
: o and 4 mg Mini Nicotine Lozenges

-Both the clinical and analytical portions of the study were
conducted at MDS Pharma Services, Lincoln, NE (MDSPS).

" Following the inspection (12/8-11/08), Form FDA-483 was
issued (Attachment 1). Our evaluation of the significant
findings ‘and sponsor’s response to the Form FDA-483
(Clinical Report Addendum dated February 6, 2009), are as
follows: ‘

Clinical Site: MDS Pharma Services, Lincoln, NE

No significant findings were observed.

Analytical Site: MDS Pharma Services, Lincoln, NE

1. The quality control (QC) samples (3.00, 30.0 and 150
ng/ml) and calibration range (1.00 to 200 ng/ml) for
nicotine used in the study AA72584-01 (protocol $3010567)




Page 2 of 3 - NDA 22-360, Commit® (Nicotine) 2 mg and 4 mg
Mini Lozenges .

were not representative of the nicotine plasma
- concentrations observed in study plasma samples. For
example, the mean peak nicotine concentrations (Caux)
following dosing of 2 mg and 4 mg lozenges were 4.3 to
,4.5 ng/ml, and 6.7 to 7.7 ng/ml, respectively. These
mean C.,. values were much lower than the mid QC value (30
ng/ml) .

In response to the FDA 483 observations, MDSPS reanalyzed
all the study plasma samples collected in the 2 mg and 4 mg
nicotine lozenges studies. In the reanalysis, quality
control samples at concentrations of 0.60, 3.00 and 7.50
ng/mL, and calibration range of 0.20 ng/mL to 10.0 ng/mL
were utilized. The QC samples and calibration curve range
used in the reassay (December 19, 2008 to January 6, 2009),
were found to be representative of the plasma nicotine
concentrations generated in the studies.

"2. The LC/MS/MS assay (LLOQ = 1.00 ng/ml) does not have
sufficient sensitivity to measure nicotine levels for at
least three half lives in the study of 2 mg lozenges.

The total AUC (AUCj-inr) values included a large
extrapolated component. For example: the ratio of AUC,-./
AUCq-inz was 0.73 for test group, and 0.75 for reference

group.

Upon the request of the sponsor, MDSPS reanalyzed all the
study samples from the 2 mg and 4 mg nicotine lozenges
study using 0.20 ng/ml as the lower limited of quantitation
(LLOQ) . The LLOQ at 0.2 ng/mL was validated and the
supporting data -are provided in Amendment 2 of the
Validation Report. This LC/MS/MS assay (LLOQ = 0.20 ng/ml)
was able to measure nicotine levels for more than three -
half lives in both the 2 mg and 4 mg nicotine lozenges
studies. Please note that the study plasma samples were
stored at -20 °C for 10 months prior to ‘the reanalysis
performed in December  2008. A review of stability data in
Validation Amendment 2 showed that plasma samples were
stable for 521 days when stored -at -20 °C.

Conclusion:
Following our evaluation of the inspectional findings and

the response, DSI is of the opinion that MDSPS has
adequately addressed the Form FDA-483 Observations, and we
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recommend that the clinical and analytical data of Study

- $3010567 be accepted for review,

After you have reviewed thls transmlttal memo, please

append it to the original NDA submission.

Xikui Chen,

Final Classification:

VAI - MDS Pharma Services, Lincoln, NE

B o le 1]

. DSI/Vaccari
DSI/Vlswanathan/Chen/Martln Yau
DSI/Patague/Rivera-Lopez/CF
OND/ONP/DNCE/Mary Lewis
OTS/0CP/DCP2/Doddapaneni/Ping Ji
HFR-SW3515/Ismael Olvera .
HFR-SW350/Carl Montgomery
Draft: XC 12/30/08;. 2/19/09
Edit: JAO 1/5/09; MKY 2/19/09
DSI: -5900; O:\BE\eircover\22360gla.nic.doc
FACTS: 978500

Ph.D.




This is a representation of an electronic racord that was signed electronically and
this page is the manifestation of the electronic signature. '

/s/

Xikui Chen

2/25/2009 10:47:09 AM

COMPLIANCE OFFICER :

Dr. Yau (Acting for Dr. Viswanathan); Hard copies available
upon request.
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Lewis, Mary

From: Iris.H.Shelton@gsk.com

Sent: Thursday, February 19, 2009 1:21 PM

To: Lewis, Mary

Subject: Re: NDA 22-360; Nicorette mini lozenges; dataset request
Foliow Up Flag: Foliow up

Due By: Thursday, February 19, 2009 4:00 PM

Flag Status:  Red

Hi Mary,

We w;yna able to reply to your request today and the submission has been sent in. Please let me know if you need
any additional information.

Regards,

Iris

3/10/2009
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Lewis, Mary

From: Iris.H.Sheiton@gsk.com

Sent:  Thursday, February 19, 2009 10:54 AM

To: Lewis, Mary

Subject: Re: NDA 22-360; Nicorette mini lozenges; dataset request

Hi Mary,

We will aim to submit this to you tomorrow.
Regards,

Iris

“Lewis, Mary” <Mary.1.Lewis@fds.hhe.gov>

T yis. H.Sheiton@gsk.com
19-Feb-2000 09:20 cc

Subject NDA 22-360; Nicoretie mini lozenges; dataset request

Hi Iris, -

We noticed that you submitted the BE study data listings in pdf format. Please provide the PK
concentration profile datasets in SAS transport file format (*.xpt) (both actual sampling times and
nominal sampling times are needed). In addition, provide the derived PK parameter datasets used for
BE analysis in SAS file format.

We would appreciate this information as soon as possible.
Thank you.
Mary

Mary M. Lewis, RN, BSN

Regulatory Project Manager

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research
Phone: 301-796-0941

Fax: 301-796-9899

Email: Mary.1.Lewis@fda hhs.gov

3/10/2009
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Lowis, Mary

From: Iris.H.Shelton@gsk.com

Sent:  Tuesday, February 17, 2009 9:43 AM

To: Lewis, Mary

Subject: Re: NDA 22-360; Nicorette mini lozenge; DMF issue

Hi Mary, ‘ :

! will look into this and get back to you.
Regards,

Iris

“Lewis, Masy” <Mary.1.Lowis@fda.hhs.gov>

T 1jig 1. Sheltong@gsk com
13-Feb-2009 15:37 cc
Subject NDA 22-380; Nicorette mini lozenge; DMF issue

Hi Iris,

FYI: There were two separate information reqdwt letters sent to the DMF holder. The DMF response
of 1/15/09 answers one issue, but we sent them another letter on January 23, 2009 that we have not
received a response to.

Thank you.
Mary

Mary M. Lewis, RN, BSN

Regulatory Project Manager

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research
Phone: 301-796-0941

Fax:  301-796-9899

Email: Mary.1.Lewis@fda hhs.gov

3/10/2009
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Lewis, Mary

From: Iris.H.Sheiton@gsk.com

Sent: Wednesday, February 11, 2009 4:27 PM
To: Lewis, Mary

Subject: Re: NDA 22-360; Nicorette lozenge;

Hi Mary,

I'm in the process of obtaining the information, and am targetting to have a formal response to you by the end of
this week.

Regards,

iris

"Lewis, Mary” <Mary.1.Lewis@fda.hhs.gov>

TO 1115 H.Shelton@gsk.com
11-Feb-2009 15:19 P

Subject NDA 22-380; Nicorette lozenge;

Hi Iris,

In the information request letter that we sent you dated 1/29/09 I received your response of 2/10/09 and
2/11/09. In these letters you responded to the first issue, number 1. When can we look for responses to '
issues #2 through #4? ’

Thank you.
Mary

Mary M. Lewis, RN, BSN

Regulatory Project Manager

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research
Phone: 301-796-0941

Fax: 301-796-9899

Email: Mary.1.Lewis@fda.hhs.gov

[attachment "IR letter emailed tradename DMF container 012909. pdf.pdf" deleted by Iris H
Shelton/PAR/CH/SB_PLC]

3/10/2009
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Lewis, Mary

From: Lewis, Mary

Sent:  Friday, February 08, 2009 9:13 AM

To: ‘Iris.H.Shelton@gsk.com’

Subject: RE: NDA 22-360; Commit mini lozenge; your 2 phone calis

OK. We are on for 12:30 p.m. I can call you. Is 973-889-2167 the correct number to call?

THanks.
Mary

From: Iris.H.Shelton@gsk.com [mailto:Iris.H.Shelton@gsk.com]
Sent: Thursday, February 05, 2009 4:44 PM

To: Lewis, Mary

Subject: Re: NDA 22-360; Commit mini lozenge; your 2 phone calls

Hi Mary,
it certainly works. Thanks
lris

"Lewis, Mary” <Mary.1.Lewis@fda.hhs.gov>

9 1ris H.Shelton@gsk.com
05-Feb-2009 16:27 cc
Subject NDA 22-360; Commit mini lozenge; your 2 phone calls

Hi Iris,

In response to your phone message I'm trying to set up a t-con for 12:30 to 1 p.m. tomorrow,
2/6/09. I'm waiting to hear back from the tradename reviewer to confirm this time works for him.

Will this time work for you.

Thanks.
Mary

3/10/2009
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Lewis, Mary

From: Lewis, Mary

Sent: Wednesday, February 04, 2009 3:12 PM

To: Iris.H.Sheiton@gsk.com’

Cc: Lewis, Mary ' i

Subject: NDA 22-360; Commit Mini Lozenge; request for information

Hi Iris,
On 1/13/09 GSK sent us the PDP with Nicorette mini lozenge, 2 mg and 4 mg foo ———— package. b@}

We would like to see labeling for each SKU to be marketed for review. Also, please send us a sample of
"Drug Facts" for the Nicorette mini lozenge. We are tryirg to review this and we only have Drug Facts
for Commit mini lozenge from the July, 2008 submission.

Thank you.
Mary

-Mary M. Lewis, RN, BSN

Regulatory Project Manager

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research
Phone: 301-796-0941

Fax: 301-796-9899

Email: Mary.1.Lewis@fda.hhs.gov

3/10/2009
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‘v.,,% DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Servics
Food and Drug Administration
Rockville, MD 20857
NDA 22-360 ' ~ INFORMATION REQUEST LETTER

GlaxoSmithKline Consumer Heallthcare, L.P.
Attention: Iris H. Shelton

Assistant Director, Regulatory Affairs
1500 Littleton Road
Parsippany, NJ 07054-3884

Dear Ms. Shelton:

Please refer to your July 18, 2008 new drug application (NDA) submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for Commit Mini Lozenges (nicotine polacrilex)
2 mg and 4 mg. '

We are reviewing the Chemistry, Manufacturing and Controls, labéling and proprietary name
sections of your submission and have the following information requests. We request a prompt
written response in order to continue our evaluation of your NDA.

1. We would like to ensure that we have a trade name for this product prior to
completing the NDA process. We request that you submit the proprietary name you
plan to use for this product. Please send it as an amendment to NDA 22-360. If you
choose to use the trade name “Nicorette” for this product, you will need to withdraw
the name “Commit” from this NDA.

2. We have identified a deficiency with DMF ——— This information has been b(4)
communicated to the DMF holder.

3. The following issues/request for information have been identified regarding your drug
product’s container closure system:

e Provide a diagram and indicate wherethe ________ " Is integrated in b(4)
the container/closure system. Add an attribute and specification to ensure
that this feature is not compromised upon receipt of the container/closure.

o For appropriate and complete review of the container/closure system,
specify the relevant information in DMF —— , including the product code b(4)
number and the specifications, for the container/closure system.

] Submit the suppliers’ CoAs for the container/closure system and for the

—_—



NDA 22-360
Page 2

° Provide detailed information for the —— : (vial)
with 2 —mentioned in Section 3.2.P.8.1 Stability summary
and Conclusion. If the vial is different from the proposed to-be-marked
container/closure system: '

1) provide a comparison for the two systems for critical properties,
fabrication materials and suppliers, and

2) provide a table which describes the container/closure systems used in
the registration stability study for each lot of the drug product in the

study.
4. We are concerned with the following statement on your carton label:
— . Please clarify the nature and
the source of the —— :and explain why the — —

-

If you have any questions, call Mary Lewis, Regulatory Health Project Manager, at 301-796-
0941.

Sincerely,
{See appended electronic signature page}

Melissa Furness

Chief, Project Management Staff

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research

b(4)

b(4)
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Date:

From:

Through:

To:
Re:

Docament ID Number:
Sponsor:
Drug:

Indieation:

Dosage form and

route of administration:

Dosing regimen:

Food and Drug Administration

~ Office of New Drugs - Immediate Office
Pediatric and Maternal Health Staff
Silver Spring, MD 20993
Telephone 301-796-2200
FAX 301-796-9855

MEMORANDUM
January 26, 2009

Amy M. Taylor, MD, MHS, Medical Officer
Pediatric and Maternal Health Staff

Hari Cheryl Sachs, MD, Team Leader ,
Pediatric and Maternal Health Staff, Office of New Drugs

Lisa Mathis, MD, OND Associate Director
Pediatric and Maternal Health Staff, Office of New Drugs

Andrea Leonard-Segal, MD, MS, Director
Division of Nonprescription Clinical Evaluation

Studies required under PREA for Commit® (nicotine

_ polacrilex) Mini™ Mint Lozenge

NDA 22-360  CDER Stamp Date: 7/18/08
GlaxoSmithKline Consumer Health, L.P.

Commit® (nicotine polacrilex) Mini™ Mint Lozenge
Reduces withdrawal symptoms, including nicotine craving,
assocnated with quitting smoking.

2 mg and 4 mg oral lozenge

Weeks 1 to 6, one lozenge every 1 to 2 hours

Weeks 7 to 9, one lozenge every 2 to 4 hours



Weeks 10 to 12, one lozenge every 4 to 8 hours

If you smoke your first cigarette within 30 minutes of
waking up in the morning, use 4 mg nicotine lozenges.

If you smoke your first cigarette more than 30 minutes after
waking up in the morning, use 2 mg nicotine lozenges.

Consult Question: The Division of Nonprescription Clinical Evaluation
(DNCE) requests that PMHS review the Sponsor’s waiver
and deferral requests and comment on required pediatric
studies.

Background
This original NDA was submitted for review on July 18, 2008. The NDA was accepted

for filing on September 29, 2008 and the PDUFA goal date is May 18 2008. The
Sponsor is seeking approval to market a smaller version of Commit® Nicotine Polacrilex
Lozenge, 2 mg and 4 mg.

Commit® Nicotine Polacrilex Lozenge, NDA 21-330, (not the mini lozenge) was
originally approved in adults to be marketed as an over-the-counter product on October
31,2002. Labeling for pediatric patients states: “If you are under 18 years of age, ask a
doctor before use.” The approval letter included a postmarketing requirement (PMR) to
which the Pediatric Research Equity Act (PREA) 2003 applied. The PMR stated: '

For the marketing of Commit™ (nicotine polacrilex lozenge), to reduce withdrawal
symptoms, including nicotine craving, associated with quitting smoking, we are deferring
submission of pediatric studies for patients 10-17 years until October 31, 2007. We are
waiving the pediatric study requirement for this application for patients under age 10.

In August 2007, the Sponsor submited a clinical study report of a pharmacokinetic and
safety study of nicotine replacement therapies in adolescent smokers. The study was
originally designed to evaluate the NPA nicotine lozenge, NicoDerm CQ Nicotine
Transdermal Patch, Nicorette Nicotine Gum, and the Nicorette sublingual tablet.
However, the Nicorette sublingual tablet was not evaluated in this study after a business
decision was made not to investigate the sublingual tablet.

In April 2008, the Division of Nonprescription Clinical Evaluation (DNCE) issued a
response to the submitted study stating that terms of the PMR were not met since the PK
study submitted did not adequately assess the safety and efficacy of Commit™ in
children ages 10-17 years. The Sponsor has requested a meeting to discuss the Division’s
letter.

The Sponsor requmts awawer of studnes of Commnt (mcotmc polacrilex) Mini™ Mint
Lozenge for pediatric patients ages 0 to 10 years. The justification given for the waiver is



that the age range represents a small population with significant nicotine dependence.
Nicotine replacement therapy does not represent a meaningful therapeutic benefit and is
not likely to be used by a substantial number of pediatric patients in that age group. The
Sponsor further states that this population tends to have direct parental supervision and
lacks the financial means to purchase the product.

The Sponsor requests a deferral of pediatric studies of Commit® (nicotine polacrilex)
Mini™ Mint Lozenge in patients ages > 10 to 17 years. The Sponsor states that reason
for the request is that the PK study of the NPA nicotine lozenge, NicoDerm CQ Nicotine
Transdermal Patch, and Nicorette Nicotine Gum submitted to the FDA in August 2007
was still under review and the study could cover similar issues in the new formulation
(Commit® Mini™ Mint Lozenges).

Response to Division’s Consult Question
PREA does not apply to this application and no studies in pediatric patients are required.

A waiver or deferral is unnecessary. PREA requires pediatric studies for any application
or supplement submitted under section 505 with a new active ingredient, indication,
dosing regimen, dosage form or route of administration. The active mgredlent,
indication, dosing regimen and route of administration are exactly the same in this NDA
as the approved product Commit® Nicotine Polacrilex Lozenge (NDA 21-330). During
an internal meeting with the division review team on December 12, 2008, the division
review team confirmed that the mini lozenge does not represent a new dosage form. The
PMR for Comm:t° Nicotine Polacrilex Lozenge remains.

Reviewer’s comment: NDA 22-360 does not trigger PREA. The following point is made
only in reference to applications for other products that may be submitted in the future.
The legisiative criteria for a waiver are:

a. Studies are impossible or highly impractical (e.g. the number of pediatric patients is
so small or is geographically dispersed;

b. The product would be inefffective or unsafe in one or more of the pediatric group(s)

Jor which a waiver is being requested;

c. The product fails to represent a meaningful therapeutic benefit over existing
therapies for pediatric patients and is unlikely to be used in a substantial number of
all pediatric age groups or the pediatric age group(s) for which a waiver is being
requested; or

d. Reasonable attempts to produce a pediatric formulation for one or more of the
pediatric age group(s) for which the waiver is being requested have failed. (Provide
documentation from Sponsor).

PREA does not allow for waiving required studies based on the financial means of the
intended population. Waiving studies in pediatric patients under 10 years of age is
consistent with regulatory actions on similar products, but the supporting criteria should
be that the necessary studies are impossible or highly impracticable (because, for
example, the number of patients is so small or the patients are geographically dispersed)
* rather than that the product does not represent a meaningful therapeutic benefit and is
not likely to be used in a substantial number of patients.
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MEDICAL OFFICER
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Lewis, Mary

From: Iris.H.Sheiton@gsk.com

Sent:  Friday, January 09, 2009 11:57 AM

To: Lewis, Mary

Subject: RE: NDA 22-360; Commit mini lozenge; IR letters

Hi Ma :

GSK i;y considering marketing all of the lozenges (including the currently marketed Commit) under the "Nicorette”
tradename. Thre will be distinct callouts for gum, lozenge and mini lozenges. I'm just waiting for the front panel
with callouts and then will submit formally.

Regards,

Iris

“Lewis, Mary™ <Mary.1.Lewis@fdu.hhs.gov>

: T9 \ris. H.Sheiton@gsi.com
* 09-Jan-2009 10:21 cc
Subject RE: NDA 22-360; Commit mini lozenge; IR letters

Hi Iris,
Thanks for your response. Would it be possible to tell us the proposed name by Monday, 1/12/09?
Thanks.

Mary

From: Iris.H.Shelton@gsk.com [maiito:Iris.H.Shelton@gsk.com]
Sent: Friday, January 09, 2009 9:03 AM

To: Lewis, Mary

Subject: Re: NDA 22-360; Commit mini lozenge; IR letters

Hi Mary,

I'm working on the 12/15 letter and will try to have it to you early next week, will try for the 12th.. With respect to
the chemistry letter, the team has met and is reviewing data, having just retumed from shutdown.. We are
meeting on the 13th at which time | will have a better sense of timing. Also with respect to the vial,s how many
would you like to receive? | will be sending thiem directly to you.

Regards,
Iris
"Lewis, Mary” <Mary.1.Lewis@fde.hhe.gov>
TO yis.H.Shelton@gsk com
08-Jan-2000 16:45 cc

3/10/2009



Page 2 of 2

Subject NDA 22-380; Commit mini lozenge; IR letlers

Hi Iris,
Happy New Year to you too!

Can you tell me the status of GSK responding to our information request letters of 12/15/08 and
chemistry's information request letter of 12/19/09?

Is there anyway we could receive responses by close of business Monday, 1/12/09?
Thanks.

Mary

Mary M. Lewis, RN, BSN

Regulatory Project Manager

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

‘Center for Drug Evaluation and Research
Phone: 301-796-0941

Fax:  301-796-9899

Email: Mary.1.Lewis@fda hhs.gov

3/10/2009



Page 1 of 2

Lewis, Mary

From: Lewis, Mary

Sent: Friday, January 09, 2009 10:21 AM

To: ‘Iis.H.Shelton @gsk.com'

Subject: RE: NDA 22-380; Commit mini lozenge; IR letters

Hi Iris,
Thanks for your response. Would it be possible to tell us the proposed name by Monday, 1/12/09?

Thanks.
Mary

From: Iris.H.Shelton@gsk.com [mailto:Iris.H.Shelton@gsk.com]
Sent: Friday, January 09, 2009 9:03 AM

To: Lewis, Mary

Subject: Re: NDA 22-360; Commit mini lozenge; IR letters

Hi Mary,

I'm working on the 12/15 letter and wilt try to have it to you early next week, will try for the 12th.. With
respect to the chemistry letter, the team has met and is reviewing data, having just returned from
shutdown.. We are meeting on the 13th at which time | will have a better sense of timing. Also with respect
to the vial,s how many would you like to recaive? 1 will be sending thiem directly to you.

Regards, :
Iris A

“Lawis, Mary” <Mary.1.Lowis@fda.hbe.gov>

TO 1is.H.Sheiton@gsk.com
08-Jan-2009 16:45 cc
Subject NDA 22-380; Commit mini lozenge; IR letters

Hi Iris,
Happy New Year to you too!

Can yoﬁ tell me the status of GSK responding to our information request letters of 12/15/08 and
chemistry's information request letter of 12/19/09?

Is there anyway we could receive responses by close of business Monday, 1/12/09?
Thanks.

3/10/2009
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Mary

Mary M. Lewis, RN, BSN

' Regulatory Project Manager
Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products
Center for Drug Evaluation and Research
Phone: 301-796-0941
Fax: 301-796-9899

Email: Mary.1.Lewis@fda hhs.gov

3/10/2009
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Lewis, Mary

From: Iris.H.Shelton@gsk.com

Sent: Wednesday, January 07, 2009 10:29 AM -
To: Lewis, Mary

Subject: Re: NDA 22-360; Request for Information
Follow Up Flag: Follow up

Flag Status: Red
Attachments: Response to FDA tolerability question Jan 09.doc

Hi Mary, .
Happy New Year!. Attached please find our response to the inquiry noted below. Please let me know if you need
"any additional information. Thanks. ‘

Regards,
Iris

*Lowis, Mary" <Mary.1.Lewis@fda.hhs.gov>
TO j4is.H.Shetton@gsiccom

22-Dec-2008 14:52 cc
Subject NDA 22-360; Request for Information

Hi Iris,

Does GSK have any additional data regarding oral safety of the mini lozenge, particularly any physical
examination of the mouth or oral cavity after using the lozenges that shows no significant irritation? If
you do, could you provide it to us as soon as possible?

~ Please confirm you have received this email.
Thank you.
Mary

Mary M. Lewis, RN, BSN

Regulatory Project Manager

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research
Phone: 301-796-0941

Fax: 301-796-9899

3/10/2009
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Email: Mary.]1.Lewis@fda.hhs.gov

3/10/2009



January 7, 2009

Dear Mary,

The FDA's question/request for information on the oral tolerance of the Mini Mint
lozenge was originally addressed in "The Response to FDA Question 2:
Information regarding the local safety of the mini lozenge in the mouth” and was
included with the submission of the Integrated Summary of Safety on October 3,
2008. GSKCH has no additional oral tolerability data to report on since the
issuance of this document.

Although the oral tolerance of the Mini Mint lozenge was not specifically
evaluated as a clinical end-point in the three submission studies (S3010567,
§3010445, and S3010466), Adverse Events (AE's) across body systems
including the mouth and throat were spontaneously captured. Review of pooled
AE’s from the three submission studies show relatively few incidences of events
related to the mouth or throat. There is only one report of pharyngolaryngeal
pain for both the 4mg Mini Mint lozenge and 4mg Commit and one report of
tongue eruption for 4mg Commit. In addition to the similar oral AE profiles
elicited by the two product forms, all three submission studies demonstrated
bioequivalent levels of nicotine delivery between the Mini Mint lozenge and the
marketed Commit lozenge.

In summary, our position on the local tolerability of the Mini Mint lozenge being
similar to the marketed Commit lozenge is based on 1) bioequivalent levels of
nicotine delivery between the Mini Mint lozenge and the marketed Commit
lozenge, 2) similar adverse event (AE) profiles between the Mini Mint lozenge
and the marketed Commit lozenge, and 3) the way in which the Mini Mint
lozenge is intended to be used (moved around the mouth until dissolution).
Information related to bioequivalence and safety is based upon submission
studies S3010567, S3010445, and S3010466. It should be noted that AE's were
spontaneously collected in all three trials.

Taken together, these observations, combined with the way in which the Mini
Mint lozenge is intended to be used (moved around the mouth until dissolution
similar to how the currently marketed Commit Lozenge is used), provide
sufficient support for the oral tolerance and safety of the Mini Mint lozenge.
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Lewis, Mary

From: lris.H.Shelton@gsk.com

Sent: Monday, December 22, 2008 3:26 PM
To: Lewis, Mary

Ce: David, Jeannie C

Subject: NDA 22-360 FDA Request for Information
Attachments: Scan001.PDF

Mary, :
This document was just submitted to the subject NDA. We will try and address all the issues promptly in light of
the holiday shutdown at GSK.

" Regards,

3/10/2009



Y GlaxoSmithKline

December 22, 2008 M
. ,m,'"""'. W"" W

Dr. Andrea Leonard-Segal 07054-3834

Director el.973 889 2100

Division of Noaprescription Clinical Evaluation Fax. 973 889 2390

Office of Nonprescription Products W gek.com

Food and Drug Administration

5901-Ammendals Road

Beltsville, MD 20705-1266

Re: NDA 22-360

WM)WMMM»MMIM

Dear Dr. Leonard-Segal,

: mummwms(cmmmmm (NDA 22-
360)mrmComw(Mpohdn)MmMimnga2ngand4mg
Reference is also made your letters of December 15, 2008 and Doocombor 19, 2008
mmMMW%MMthm
we are reviewing the items and intend to amend the application to address your
concemns,

Ifymbnvemyqneﬂiens,ornqmaddmomlmfamhu,pkucmhctmn
(973)-889-2167.

_/é:ﬁ“/

GlaxoSmithKline Consumer Healthcare




AMmhforFDAFbmSSﬁh-nieoﬁupoluﬂkthgeng&dmg

Chemical Name:
2 propenoic acid, 2-methyl-polymer with diethenylbenzene, complex with (S)-3-(1-
methyl-2-pyrrolidinyl) pyridine

Establishment Information:

Drug Substance Manufacturer (nicotine polacrilex)

Name: ‘ GlaxoSmithKline Pharmaceuticals

Address: Shewalton Road ‘
Irvine
Ayrshire, KA1l 5AP
Scotland, UK

Contact: Alan Gray

' Quality Assurance Manager

Telephone No.: _ 011 44 1294 847136

Registration No.: FC UK 684

DMF No.: N/A

Manufacture Steps/Type of Al aspects of drug substance

testing performed at site: manufacture, testing and packaging

Ready for Inspection: Yes

Drug Product Manufacturer:

Name: GlaxoSmithKline Consumer
Healthcare

Address: Verenes Industrial Park

65 Windham Bivd.

Aiken, South Carolina
29805

Contact: Teresa Shumaker

Telephone No.: 803-642-6105

Registration No.: 1046838/ATL

DMF No.: NA



Manufacture Steps/Type of All aspects of drug
testing performed at site: - product manufacture,

testing and packaging
Ready for Inspection: Yes



DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMS No. 0010-0338
FOOD AND DRUG ADMINISTRATION Expiralion Dele: September 30, 2008
See OMB Staternent on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, prp———p—
OR AN ANTIBIOTIC DRUG FOR HUMAN USE : -
(Tl 21, Code of Federsi Reguistions, Parts 314 & 601) [ APPHIGATION NuMBER

" APPLICATION TYPE ’ .
(check one) Enmmmmma CFR314.50) [E] ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR $14.94)
mmmmmmmmm)

‘ - , EI'W E!mmm [EJecrrone
EETABLYVASENT DFORAATION (Pull ectabiiobanant mmu”numuum

drug product {cantisustion sheats mey be used I necessary). Include name,
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This application contains the following items: (Check a¥l that apply)
; 1. Index s
2. Labeling (check ane) [Jorar Labetng ~EJFinai Printsd Labeing
3. Summary (21 CFR 314.50 (c))
4. Chemishy section

A Chemishy, manufacturing, and controls informaiion (e.g., 21 CFR 314.50(d){1); 21 CFR 601.2)

B. _Samgples (21 CFR 314.50 (e)(1); 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C.__Methods vaiidation package-(e.g., 21 CFR 314.50(eX2)(I); 21 CFR 601.2)
S. Nonciinical pharmacology and toxdcology section (e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)
8. Human pharmacokinetics and bioavaliabillty section (9.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)
7. Clinical Micrablology (e.g., 21 CFR 314.50(d)4))
8. Clinical data seclion (0.g., 21 CFR 314.50{d)(5); 21 CFR 601.2)
9. Safety update report (e.g., 21 CFR 314.50(d)(5){vib); 21 CFR 801.2)
10. Statistical section (e.g., 21 CFR 314.50(d)(6); 21 CFR 601.2)
11. Case report tabulations (a.g., 21 CFR 314.50(f)(1); 21 CFR 601.2)
12. Caso report forms (.., 21 CFR 314.50 (12); 21 CFR 601.2)
13. Patent informestion on any patent which claims the drug (21 U.S.C. 355(b) or (c))
14. A patent certification with respect 10 any patent which clsima’the drug (21 U.S.C. 355 (b)(2) or (1(2)A))
18. Establiishment description (21 CFR Part 800, if applicabla)
16. Debanment cestiication (FD&C Act 308 (k)(1))
17, Field copy certiication (21 CFR 314.50 (1)(3))

2] | 18 User Fes Covar Sheet (Form FDA 3397)
=] | 19. Finencial Information (21 CFR Past 54)

hl i . Mﬁ{

o

lmbwmwmmmmmmma&mmmhmd
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2. Blological establishmant stenderds in 21 CFR Part 600.

}Mﬂn of wu:r‘m wmudmmmhmmmm

© 4 case of & or

8. Reguistions on meking changes in applicstion in FDAC Act section S0BA, 21 CFR314.71, 314.72, 314.97, 314.99, and 001.12.

6. Raguistions on Reports in 21 CFR 314.80, 314.81, 800.80, and 600.81.
ﬂm;pmm mmummmbmmnmmml not 1o market the

a z agree

product unill the Drug Enforcement Adminisiration mekes a fing! decision,
mummnummmmm»mmammnmhhmmm
mammmnmmu&mummm. v




Page 1 of 1

Lewis, Mary

From: Iris.H.Shelton@gsk.com

Sent: Monday, December 22, 2008 2:54 PM
To: Lewis, Mary

Subject: Re: NDA 22-360; Request for Information

Hi Mary,

This is to confirm receipt. I'll forward this request to the team to address.
- Regards,

Iris

"Lowis, Mary” <Mary.1.Lewis@fda.hhs.gov>

T0 yris.H.Shetton@gsk.com
22-Dec-2008 14:52 [~
Subject NDA 22-360; Request for Information

Hi Inis,

Does GSK have any additional data regarding oral safety of the mini lozenge, particularly any physical
examination of the mouth or oral cavity after using the lozenges that shows no significant irritation? If
you do, could you provide it to us as soon as possible?

Please confirm you have received this email.
Thank you.
Mary

- Mary M. Lewis, RN, BSN

Regulatory Project Manager

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research
Phone: 301-796-0941

Fax:  301-796-9899

Email: Mary.1.Lewis@fda.hhs.gov

3/10/2009
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5‘»% DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
Food and Drug Administration
Rockville, MD 20857

NDA 22-360 INFORMATION REQUEST LETTER

GlaxoSmithKline Consumer Healthcare, L.P.
Attention: Iris H. Shelton

Assistant Director, Regulatory Affairs

1500 Littleton Road :
Parsippany, NJ 07054-3884

Dear Ms. Shelton:

Please refer to your July 18, 2008 new drug application (NDA) submitted under section 505(b) of the Federal Foed,
Drug, and Cosmetic Act for Commit® (nicotine polacrilex) Mini Mint Lozenges 2mg and 4mg.

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and have the following
comments and information requests. We request a prompt written response in order to continue our evaluation of
your NDA.

1. Your validation report VR-C-1927-009 stated that Method C-1927.08 is the method for the determination
of nicotine degradation products and impurities for the proposed drug product. However, Method C-
1927.08 could not be located. Please clarify.

2. Your proposed dissolution acceptance criteria for Commit Mini lozenge are unacceptable. Please follow
the principle used in the original Commit Lozenge (NDA 21,330) to establish the dissolution acceptance
criteria at - [his specification should be included
for the release and the stability study. b (4‘

3. Provide a sample of container/closure system for the proposed drug product.

4. Please noté that a separate deficiency letter has been also communicated to the holder of DMF 7 b {4)
To facilitate prompt review of your response, please also provide an electronic courtesy copy of your response to _
both Jeannie David, Regulatory Project Manager in the Office of New Drug Quality Assessment
(Jeannie.David@fda.hhs.gov), and Mary Lewis, Regulatory Project Manager the Office of New Drugs
(Mary.1.Lewis@fda.hhs.gov). .

If you have any questions with regard to this information request letter, contact Jeannie David, Regulatory Project
Manager, at (301) 796-4247.

Sincerely,
{See appended elecironic signaire page}

Moo-Jhong Rhee, Ph.D.

Chief, Branch I

Division of Pre-Marketing Assessment II
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Moo-Jhong Rhee
12/19/2008 04:25:27 PM
Chief, Branch III



